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(57) Abstract 

Peroxisome proliferator-activated 
receptor controllers containing as the active 
ingredient compounds represented by general 
formula (I), nontoxic salts thereof; acid G""~ 
addition salts thereof or hydrates of the same. 
In said formula, each symbol has the meaning 
as defined in the description. Because of the 

activity of controlling a peroxisome proliferator-activated receptor, the compounds of general formula (I) are useful as hypoglycemic agents, 
lipid- lowering agents, and preventives and/or remedies for diseases caused by metabolic errors, such as diabetes, obesity, syndrome X, 
hypercholesterolemia and hyperlipoproteinemia, hyperlipemia, arteriosclerosis, hypertension, circulatory diseases, hypcrphagia, ischemic 
heart diseases, etc. 
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{±> -#5$ (X) 



CN 




(X) 
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KHS 60-142936 J: 3-261752 ?99ffiTO4t0:JH££ KHH 

HBs£ (n) -c^$n.*fl:^w±, JttT^RlSXjBsti^feSJSXjB 

10 — (iv) „ (vn) isxxf (vm) ii^k-^ii, ^-fk^-c* 

J: o x ^ $ *i* ^-eiijt-r * c t a ? -c § * o 

(x) •c^stL-Mta-**, &»o^rft*fcttttToRjEBx«^:8 k 

E2-2|^i$^-SHl, -OHI, 2fcli-NHR6*£a*>U 
pfil~6£^fc>U qfi0~5 £^*rf-^ p + qli6JilTt*^ 

20 J2|±-s-g. -SO-*, -S0 2 -^ itzli-NRS-m* 

R9|i-SH*. -OH*, Sfcli-NHRSgfc^fcU 
A 1-2 liC 1 -7 7MI/VS, SfcliC 2~77^l^>MibU 
25 rliO~34^U s li 1 - 3 *mt>irtf, r + s li 3 aTf*4, 

— (n-4) (n-4- 1) icsv^t, (ch 2 ) i^^^a 1-1 
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(n-6) (n-4-i) iz&\,*x. (ch 2 ) r . (ch 2 ) s ^ 

TMSN 3 lib 'J^w;*7^K**i3U EDC -HC 1 lil-xf;v- 
3- (3 -V**frY < y yo e*<) -*;i/**v>f$ K • £U&££€r^fr L, 
5 Et 3 Ntt hVJ^ATS >£a*?UHOB t »i 1 -fc Kn+«W/h'J7 
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-#b£ (m) . (V) , -ASsS (vi) , -«b£ (dc) , -IssS (xi) > 

—»A (xn) . (xm) , -ass; (xiv) is «t tf-aga; (iv- 1 ) -CTjkZ 
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-flfcft (i) ■e/T$n4$«»pp AR£^#ffij«i?&te£;rf*c: 

PPAR aTzf-* h%i&&XTfPF AR7 7=/"-* h 

1) hPPAR a 2/cli7 SSftifflv>^->7x5- t£7y-W <Ott&<0 

mm 

10 y h\ Ztz&Two-^Jzn) y Ky^f AfSftt^oTV^^^^ Lfco 
■7^ -If (TK) -/D^-^-^£W>7x7- tfit-fS^fim 

^^-tLT, PicaGene Basic Vector 2 (iSna£, j|C*£^ >3rtt, *^D^ No. 

309-04821) frb)UZ/7 3L9-4£Mm3£fc?-*V)t)mL, TK7o*-^-Ji 

OpTK/3 (^n^x^tt, *^n^No. 6179-1) 3ft» ^^55*^0^0*- 
15 ?-%>&t LTTKyn^-^- (-105/+51) 3fcffiTO;W> T7 a. 9— tfitf* 

fUS^^^-pTK-Luc. &ffcJi£L£o TKyo^e-^ -±miC^O 

5"9— mWZW AU 4XUAS-TK-L u c. £HMgU 

20 

: Ga 1 4 5e^K9>JSr«IOiIL^^>'/N>'9--E3?!l 
5'-T(OGACGGAGTACTGTCCTCCG)x4 AGCT-3' 

SSGa 1 4 IfiWDN Aig^O*;V*>y;i/*^^rt$^k h P 
25 PAR a Sfcfir K££^i£ 7$^gfi * 

HS-t-*^* *-£&T?>J: 7 KffejftLfco l-fcfr*), PicaGene Basic Vector 2 
OSplifc, >**t, * 9 U>f No. 309-04821) fc^fc^^* 9 - t LT 
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Ga 1 4®6<aDNA£r^&, l#g*fc 1 4 7#B * "COT S 

KfJDNATilf^ hPPAR a Sfcttr ^gfccD'J K*S£iSi£ 
5 £3- Kt4DNA#7l/-AW * $ fcBte-LT, PicaGene Basic Vector 2 

SG^WfiK^&l-^ < * thPPARoifclir %&fe<0 U KlS^i* 
©7 5 y3k3§K& SV40T-antigen ft*©*Wf ^^"^^^ AlaProLys 
LysLysArgLysVa lGly (Efl)##2) *EU — 

•7;Vce.>-9*<J?^-7 7fr*f-=- >.xt:* !»—:/, TyrProTyrAspVa 1 
ProAspTyrAla (E£»J#-5§"3) kfBWffJha F> * 3 

4DN AE5!l t Lizo 

15 SB^fi, R. Mukherjce h (J. Steroid Biochem. Molec. BioL, 51. 157 (1994)#B$) > 
M. E Green h (Gene Expression, 4, 281 (1995)#fl5) , A. Elbiecht S> (Biochem 
Biophys. Res. Commun., 224, 431 (1996)# 85 £ £ & A Schmidt (MoL 
Endocrinology, £, 1634 (1992)#fl&) fcE«S t: h P P A R 

20 tbPPARa'J Ktt-frfc* : Serl67_ Ty r468 
KhPPAR7'Jf> K*fr&«i* : Serl76_ T yr478 
(tbPPAR7 ^ hPPAR7 2^#^-C{±S er204 _Tyr 

5 0 6j;«iu ^<raC^»E^|-C**« ) t3-KtiDNA*|6J8U. 
Sfc* »*¥fc*tt-*»#**-*-" » PPAR'J#>Ktt^fi*t 

25 ^UGa 1 4lS<ODNA^^ If gi^ 1 4 7f y 
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3 3fcSE>f-* r Jl'*% (DM EM) JC^S&iSlflLf& (GIBCO BRL tt, * * U 7 
No. 2614(M)61) 1 0 %K £ «fc i L , $ h 5 0U/m 

5 i o^zyij > G i 5 0 // g/m 1 <O^X h l/^hv>f v > £ilD;i*:*&ifcK: 

^-iHS^. Ga 1 4 -P P ARM^^ *-<SM3aDNA£lg£*fflJl& 
rt^SXi - * h7>^7x^va >K|glU fflV&tf'&l 0 c m dish 2 X 

10 Jgitill 0ml 'SriDx/Co l^**- * -itfS?- 1 0 ^ g. G a 1 4 -PPAR3&S 
0.5 ^ g £ lipofectAMINE GIBCO BRL tt, # * n ^ No. 

18324-012) 5 0^ 1 £ «fc < igfO U dish fC&ftl Lfco 3 7TCt^S^ 

5-6 mmWiV. 10ml Oittff^flSiBlfilTlf (GIBCO BRL tt, * ^ n ^ No . 
26300-061) 2 0 SDX-fco 3 7fe-^tL^ *fflJI&£ h 'J 

15 7 ^ft&IIC T^fjC?-*, 8000 cells/1 0 0 ml DM EM— 1 0%$fi#fjfiL 
ft/well Ojffl^jR-C 9 6^"/^- htC#aiffiL^ra^tm36 ? #^L^ 
£ ^.^^JK<^2^iiffi^tf^l§^t^ODMEM- 1 0 %3#f Jfirifttttt 
100//1 ^^jDLTto 3 7fC4 2B£Hi£*U -JjTifcKft 
o t;w> 7 7 — tftett*»5fe L *:<> 

20 fcib\ ^H®^ P P A R a iZttLT^mzfris 7*. 7 — ^SfS^OiE^ £ 
iSttflrC^ aBttttJjMkfc**^'*^ * U > (Eur. J. Biochem. 222 : 242-247 
(1996) ; Genes & Development 10 : 974-984 (1996)#fi3) 1 0 M MiMB#<7> is 7 en 
7— 1.0 kUtSo*«Bft*«l 0 a/ M^mn^o^fStt*^ l 

25 fflft<8t#ttO^**Btfc. 
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^1 4 





Bte*tJ!fWfc£» 

i i ». in ^ -i-rr-v I- v**. 

c L 7t i§ COffitttsQ 


rfy4JU Ant r% 


3 . 0 


^SSWI 3 (12) 


2 . 5 




0 . 5 


^BEfffl 8 


1.0 


^ife^l 3 


1. 5 


%imZ (2 3) 


5. 0 




6. 8 


%m%2 0 (3) 


7. 5 



£ 1.0 £ Uil^ Hfife0fl2 6 (1 2 0) £ J: IFntfoM 2 6 (1 3 2) 

t fc, p p a r 7 K*t l T^f«tc>u v 7 x 7— * m.fc^omw-zm&it'e £ 

(Cell, 32, 863 (1995), Endocrinology, 122, 4189 (1996)£ XZfJ. Med. Chenx, 22, 
665 (1996)# KO 1 0 M Mmtm O ^>7x7- 4f jgft £ 1.0 t Ltzt — & 

io ^ (i) -e^s^&^i&M;^^ mnm4'?mik$titzit&®tf 0.2 
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«H4KKAy/Ta-r->^ (l#7E) * 7 Sffi (#l35-40g) -CAflrtfe, 

fco H^te^B (OB) , #fi. JfiL^SitflfiL't'flt® (T G (h'J^y-te 
U K) ft) Hg|-c;<»^»t*#fltv\ SB <fc *5 8 BRk 0.1% (w 

/w)£tffl*k tL< li»5fc«*H-«> *> O-C^W Lfc. £0W 6 B § , *5 * &m 
***TL*:9BBO13:00Ktfofli*ff«iV\ jflUHHft. JflL^HS (TGf) * 

*1 5 

IfllfcHI (mg/dl) 
OS 6H 9B 

a'/hn-JV 440.7±102.7 442.6±108.3 518.8±48.6 

nmmz (23) ? 

»i£Lfc'f&fM& 431.4±76.4 309.4±99.5* 324.5 ±26.6** 

159mg/kgYday 



**:p<0.01 vs n> hn-;v 

* : p<0.05 vs n y V n-;u (1 S£7E) 

6 



TG (rngftil) 
OB 6B 9B 

436.1 ±97.5 367.6±64.1 272.3±48.2 

429.2±80.6 248.8±64.7** 260.6±71.2 



** : p<0.01 vsnvfo-JV (1 SfrE) 
*:p<0.05vs 3^ b n-;i/ (1|£7E) 
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M& Sprague-Dawley (S D)7 y h (8 E) £ 5 ~ 14 0-160 

(ob) , timtsxutifsLtpmw (vv \*m) <&frvzif% 
SHi •? 3 Emmm-e^miti?®* 1 b i hk &n&.^ doomg/ 

kg/day) *4?*V\ (3Bi) . $foflLU M^BM (j£8tITO$ 

(FFA) . h V^V-ferM K (TG) ) £ifllj5&Lfc 0 jgMfcfcgEl 7^1^ 
1 8 tc^i" 0 

mi 7 

TG (mg/dl) 



OB 3 B 



126±12 150±16 
124±12 76±7** 



126±12 100±13* 



** : p<0.01 vs n > h n (1 W&S£) 
* : p<0.05 vs 3 ^ h (1i£8E) 



3 > h D — )V 

mmm 1 3 -c 
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mi 8 



FFA (|iEq/ml) 




0 B 


3 B 


u> h U — )V 


529±32 


653±41 


mmw 1 3 -c 


504±44 


383 ±28** 




513±50 


473±44* 



** : p<0.01 vs n y Y n - )l> (iSteE) 
* : p<0.05 vs ^ y Y n -;u (1^8E) 



mmrm^ mn&TM. mm.m. mm, -»Kn-Ax, ^rn-;n 

^fo-M#i, LDL3l/^fn-;H3i tF/J^liVLDLni/^f o 
-A^*^* ^ y > K o - A X O V ^ ^ 7 r ^ ^- g ^1 1 LT^ffl 

nts&rah jfiiiti^T^j, mmm. mm. nm&L&^^miszv/* 
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mm 

5 

-ass* (i) -zm$ti&*s&9Mt4t%* to&m&vm.. 8mm&. *ti\* 

10 S-^-aii, te«e3&^ 4MB#ffl4${cJ:i3#|£ 

J5KA— A3>£ 0> l@Ko§, l m g rt> <b 1000 m g 0®H"e, 1 
B 1 mfrb&m&n®.5-2ti2>*\ £fc{ij£A-A**:»K liCo^o.lm 

g *>t> i oomgofii-e, i a i m^hmm^mn^ m*L< «u 

15 SfL* 0 
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®mm®M r^^y^>mm) smKVt^x 

mm. mmim, %itn, -nmm, mm?k mm. ®m#m*&m 
tlx, mz.i*mmMm%fc, ^oei/>^'j3-;K 
KisvxmMTzfrmn&ft&izz^xmmztL&o ttzmmomim. m*. 

m<o®Mlz&MLXtfim-tZci£i>X$Z> 0 

*«»cJ:0«i*S*i*«.ffliteW, *1f*f* tt**U »A#J, 
-#k »J£ J: tfJgrti£-5-4>7t:tf><0^ y -9- 'J -gsjft*** ft* . 
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mom&jjmt, m 2,868,691 ^sturm® 3,095,355 ^kw 



3 — KD^v'^i'XT^ft K (106 mg) ££lfc^U> (4.3 ml) 
&j§?U tK^T, V-fV^n^iWr/ (0.36 ml) h*zs* 
WO'J K (80ml) fciJDx., 90fr«#Lfcfc* ^iS-C-llfeit^Lfco EJfc 

ii : D tUWU TfB«rtt«t^ri-*fllj8^'&« (nimg) 

TLC : Rf 0.38 > ! gf-$.x?-;V=3 ! 1) ; 

NMR (CDC1 3 ) : 5 9.98 (1H, s), 7.41-7.56 (3H, m), 7.26-7.34 (1H, m), 5.24 (2H, 
25 s), 3.50 (3H, s) 0 



10 V^„ 



3-(> h3r->P< h*v) t>X7*fKF 
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(5EZ) -6- (3 -* Y*i/* h^rv7x-;i') -5-^*-fe>® 



5 




mM^^tz{A-i3)V^^ s yr^-)V) hV7x-;v*X7h-->Ayn5 K(95.0 
g, Wittig t£M) 5rfl>7tKD77> (250ml) iZfeffi-L. *#T\ t -"7* 

h^v*u-7^ (48.i g) fcaox.. m?a-c i nmm&Ltzo m^mi-em&L 
io fcfls^ (23.7 g) zh^y-exmLtimz, BjBm&mmzmTL, m& 

TLC:Rf o.3i (^*iJ-> : Bfc®P^v=i : i) ; 

15 NMR (CDC1 3 ) : 8 7. 17-7.30 (1H, m), 6.85-7.02 (3H, m), 6. 34-6.46 (1H, m), 6.08- 

6.24 (0.5H, m, E-isomer), 5.56-5.71 (0.5H, m, Z-isomer), 5.19 (2H, s), 3.48 (3H, s), 
2.22-2.46 (4H, m), 1.72-1.91 (2H, m) c 

20 (5EZ) -6- (3-^h^y^^>7x-^) - 5 -^*~k>& • * 
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^m^fW&Lfcfk^&O^f-A^/UATS K (224m 1) m& 
#'J->A (48.4 g) &XXfB*;Vc*1-)V (I8.9ml) fciPx. ffl-e-*ft«# 

TlBW£1I*#r*fll»ft£«» (37.8 g) 
TLC : Rf 0.77 (^^r-9-> : S^^^;^ = i : l) ; 

NMR (CDCl 3 ) : 8 7.16-7.28 (1H, m), 6.85-7.04 (4H, m), 6.40 (1H, m), 6.17 

(0.5H, ddd, J=16.0, 6.7, 6.7Hz, E-isomer), 5.64 (0.5H, ddd, J=11.6, 7.3, 7.3Hz, Z- 
10 isomer), 5. 18 (2H, s), 3.66 (3H, s, E,Z-mix), 3.49 (3H, s), 2. 19-2.43 (4H, m), 1.80- 
1.89 (2H, m) 0 



15 



^mZ-Zm&Ltzit'tm (37.ll g) fc^^-H/ (300 ml) icfctolLrt: 
T;U g&fc^fcofco 5%^7^C« (3 g) *JD*., 

TLC : Rf 0.57 (^^V I ^=3 : 1) ; 

NMR (CDCI3) : (J 7. 19 (1H, dd, J=9.0, 7.2Hz), 6.80-6.89 (3H, m), 5. 17 (2H, s), 

3.67 (3H, s), 3.49 (3H, s), 2.59 (2H, t, J=7.4Hz), 2.31 (2H, t, J=7.7Hz), 1.56-1.74 
25 (4H, m), 1.23-1.43 (2H, m) 0 
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6- (3 -fc Kn^r->7i- JU) >g£ • * *f-)Vx.7> t-)V 




^m4-?M&Ltzit&yo<D* 9 J -A> (250 ml) 4 Ni£&- 

1, 4-y**-9->»«t (250ml) SrlJlU, SfiTM^Waff Lfc. *j1lT 

v'J*W7A^D7h^7^- (^^r-9-> : ^jc^-;U=3 I l) -CmM 

io u ria*tttt*^*aifMfc^ (31.68 g ) zntz* 

TLC:Rf 0.55(^^r-9-> : ft^f-^ = l : 1) ; 

NMR (CDCI3) : $ 7.10-7.18 (1H, m), 6.63-6.75 (3H, m), 5.03 (1H, brs), 3.67 (3H, 

s), 2.56 (2H, t, J=7.6Hz), 2.31 (2H, t, J=7.6Hz), 1.42-1.72 (4H, m), 1.26-1.40 (2H, 
m) 0 

15 

(5E) -5- (7-^h^rv-l, 2, 3, 4 -f h7t Kot7f 'jf >) 



20 




4 -*;l/aK^v^f-;l/ h 'J 7 jc^;1/*X*^«> A^o ' K (15.09 g) ?>f- h 
7tKn77> (80 m 1 ) i§i£tc. z|c?£T\ * 'J A t-7^vK (7.64 
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1-Th9*> (5.0 g) ©fI>7tKD77> (20m 1 ) ^*ilPx.-C. giS 
t? 5 BIMtttU 50t:-C-lft«#L^:. a£«^»ift*M*-C**|IL. IMK 

D7b^77^- (^*-t> : gt=$jc^;w=io : l— 3 : l) -cffiML. TlB^te 

mz%-t z&mit&yn (5.6o g ) *»/s„ 

TLC : Rf 0.35 (^*^ f Bfc&^f-^ =2 11); 

NMR (CDCI3) : $ 7.08 (1H, d, J=2.6Hz), 7.00 (1H, d, J=8.4Hz), 6.72 (1H, dd, 

10 J=8.4, 2.6Hz), 5.95 (1H, tt, J=7.3, 1.8Hz), 3.81 (3H, s), 2.70 (2H, t, J=6.0Hz), 2.21- 
2.49 (6H, m), 1.73-1.89 (4H, m) 0 



5- (7-fcFa*->-3, 4-'AKnt7*U>-l-^*) 9 >Wt 

15 



^m6-?$k&Ltzit&® (1.77 g) &XZ?\£V V>mm& (7.8 g) £ 180X: 
<b^» (1.56 g) *ntz a 

TLC : Rf 0.16 gt®?^^^=2 : 1) ; 

25 NMR (CDCl 3 +d 6 -DMSO) : £ 6.88 (1H, d, J=8.0Hz), 6.71 (1H, d, J=2.4Hz), 6.56 
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(1H, dd, J=8.0, 2.4Hz), 5.77 (1H, t , J=4.4Hz), 2.56 (2H, t, J=7.8Hz), 2.07-2.38 
(6H, m), 1.43-1.76 (4H, m)o 

<MMW8 

5 5 - (7 -fc Kn+y-3, 4 -v^fc: Yu-f79 U>- l >g • 




°"CH 3 



10 (10ml) * -10t:tC^±P U mit^X-fr (1.7ml) tftlxT, 

io£«K#U SMHW7-c«atL7t<k^» (i-56 g) (5 ml) 

15 §ft^y'J*W7A^07h777^- (^^r-^^ : ^^^/U = 8 I 1) 

-e**«u Tfc®&fez%-t2>mm<t&® (1.55 g ) 

TLC : Rf 0.72 CN^r-9-> I S^^f-^ = 1 I 1) ; 

NMR (CDCI3) : 8 6.99 (1H, d, J=8.0Hz), 6.74 (1H, d, J=2.6Hz), 6.61 (1H, dd, 

J=8.0, 2.6Hz), 5.86 (1H, t, J=4.6Hz), 4.81 (1H, brs), 3.66 (3H, s), 2.64 (2H, t, 
20 J=8.1Hz), 2.31-2.45 (4H, m), 2.16-2.26 (2H, m), 1.46-1.82 (4H, m) 0 

^&ffl 9 

5- (7-tKn^y-l, 2, 3, 4 -x h y M Kd 9 V >- 1 --f )V) 

25 
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5 TLC : Rf 0.75 (^^-> I f^.^)V = \ : l) ; 

NMR (CDC1 3 ) : 5 6.92 (d, J = 8.0 Hz, 1H), 6.63 (dd, J = 8.0, 3.0 Hz, 1H), 6.57 (d, 

J = 3.0 Hz, 1H), 4.96 (brs, 1H), 3.68 (s, 3H), 2.63-2.76 (m, 3H), 2.34 (t, J = 7.3 Hz, 
2H), 1.34-1.86 (m, 10H) o 

10 1 0 

2- (3- (3-dKo + ->7x^) 7*0 Sfe^-^^^^^-r^ 



15 3 - (3 h^risy^-fr) 7n f;i/7o ^ K (6.2 g) £T-b h 

-hV;P (50ml) K»»U ft^'^-^f^ (2.4ml) , £tK* V 
*A (3.97 g) is J: CP 3 VitJj V ^ A (0.40 g) SrJUJfcbUx., 2 ttNfini&SttL L 

^U^frC4N^-y^4r-9->^ (60m 1) Srfcnx., ^fiT 1 1$ M£& Lfco 

20 Rjo«-^».«t*aMfiiL^o a8fttv , i*yji'*7A^p7h /77^- (^ 

#■9- : gfc$.x^;i/=7 : 1—5 : 1) T*a$f U TtEWtttt (5.75 
g) 

TLC : Rf 0.37 (^+-9-> : Bt^^^=3 : 1) ; 
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NMR (CDa 3 ) : $ 7.16 (m, 1H), 6.64-6.77 (m, 3H), 4.87 (s, 1H), 3.73 (s, 3H), 

3.23 (s, 2H), 2.68 (t, J - 7.6 Hz, 2H), 2.64 (t, J = 7.6 Hz, 2H), 1.91 (tt, J - 7.6, 7.6 
Hz, 2H) 0 

5 mwmx 

6 - (3- (^-y U >-2 — ( fr* h+y) "7 • **-/P.x 



10 

^m5-cmm.Lfzit^ (5.98 g ) o->vfw^A75 k (54 m 1) m 

SiWtijVVJ* (11.16 g) £in*-> ^a-C5^ratl^L/^ 

v > • (7.49 g) . 3 -Mb-*- h >; «7 a (4.44 g) sxv&m 
-bv^A (8.77 g) £DQ;t. iat3 NFratE^L/wo 

77^- (^*-*> )U= 7 : 1) -Cifitg&U Te»ttlt*^**» 

(4.69 g) £#£0 
TLC : Rf 0.49 (^-fr > I WpWt^J^=2 I 1) I 
20 NMR (CDCI3) : 5 8.19 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.83 (1H, d, 

J=8.0Hz), 7.66-7.78 (2H, m), 7.54 (1H, ddd, J=8.0, 7.0, 1.0Hz), 7.18 (1H, dd, J=8.8, 
8.8Hz), 6.78-6.86 (3H, m), 5.38 (2H, s), 3.66 (3H, s), 2.58 (2H, t, J=7.6Hz), 2.28 
(2H, t, J=7.5Hz), 1.53-1.70 (4H, m), 1.22-1.40 (2H, m)o 
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MMM i (JJ 

6- (3- a--7?ls>-2 -4)\<* h*v) ^*-9->$-^;l/ 



TLC : Rf 0.48 (^^r"9-> : fit=$tx^;V=5 I 1) ; 

NMR (CDC1 3 ) : S 7.92-7.79 (4H, m), 7.58-7.43 (3H t m), 7.26-7. 15 (1H, m), 6.91- 

15 6.75 (3H, m), 5.22 (2H, s), 3.66 (3H, s), 2.59 (2H, t, J=7.7Hz), 2.29 (2H, t, 
J=7.6Hz), 1.73-1.53 (4H,m), 1.44-1.20 (2H, m) e 

6- (3-A*>y*;v^-^v7x-;l') aH^-^^xXt^ 

20 



10 




CH 3 




82 



WO 99/11255 



PCT/JP98/03760 



TLC :Rf 0.51 I gfcg?.xf-;l/=5 I 1) I 

NMR (CDCI3) : S 7.48-7.26 (5H, m), 7.24-7.13 (1H, m), 6.84-6.73 (3H, m), 5.05 

(2H, s), 3.66 (3H, s), 2.58 (2H, t, J=7.7Hz), 2.30 (2H, t, J=7.6Hz), 1.75-1.53 (4H, 
m), 1.44-1.20 (2H, m) 0 



&ti&m\ (_3J 

6- (3- (If; v>-2->f )V* h^y) 7i-^) A+t'/S^f^ 



TLC : Rf 0.14(^^r"9-> : g^K-^f-^=3 : 1) ; 

NMR(CDC1 3 ) : 8- 8.60 (1H, dd, J=4.8, 1.0Hz), 7.71 (1H, dt, J=7.8, 1.5Hz), 7.53 

(1H, d, J=7.8Hz), 7.27-7 .13 (2H, m). 6.85-6.75 (3H, m), 5.20 (2H, s), 3.66 (3H, s), 
15 2.58 (2H, t, J=7.6Hz), 2.30 (2H, t, J=7.6Hz). 1.74-1.52 (4H, m), 1.44-1.20 (2H, m)o 

(2E) -3- (2- 'J >-2-4 )l<* h^y) 7x-A/) -2-lTu 



5 



10 




20 




O 



83 
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TLC :Rf 0.52 : gfe$.x^;i/=2 : 1) ; 

NMR (CDC1 3 ) : <J 8.20 (1H, d, J=7.8Hz), 8.18 (1H, d, J=16.2Hz), 8.09 (1H, d, 

J=8.4Hz), 7.84 (1H, d, J=7.8Hz), 7.75 (1H, m), 7.65 (1H, d, J=8.4Hz), 7.61-7.50 
5 (2H, m), 7.33-7.23 <1H, m), 7.03-6.92 (2H, m), 6.62 (1H, d, J=16.2Hz), 5.48 (2H, s), 
3.82 (3H, s) 0 

(2E) -3 - (3 - V >-2 --f *>* h^v) 7x-JP) - 2 -7"D 

io "OHI • ^■T-^.x.x-r * 




TLC : Rf 0.52 (^^r"9-> I ^J.f-^=2 : 1) ; 
15 NMR (CDCI3) : 5 8.20 (1H, d, J=8.4Hz), 8.09 (1H, d, J=8.4Hz), 7.83 (1H, dd, 

J=8.2, 1.2Hz), 7.75 (1H, dt, J=7.0, 1.6Hz), 7.66 (1H, d. J=8.4Hz), 7.64 (1H, d, 
J=16.0Hz), 7.56 (1H, dt, J=8.2, 1.2Hz), 7.30 (1H, t, J=7.8Hz), 7.23-7.00 (3H, m), 
6.41 (1H, d, J=16.0Hz), 5.41 (2H, s), 3.80 (3H, s) 0 

20 m m m w 

(2 E) - 3 - (4 - (4r>"; >-2 -A fr* h*Z/) 7i-JP) -2-~fu 
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TLC : Rf 0.41 <^+-9-> : g^^f-^=2 : 1) ; 

NMR (CDa 3 ) : S 8.20 (1H, d, J=8.6Hz), 8.09 (1H, d, J=8.2Hz), 7.83 (1H, d, 

5 J=8.0Hz), 7.75 (1H, dt, J=8.4, 1.6Hz), 7.64 (1H, d, J=8.4Hz), 7.63 (1H, d, 
J=16.0Hz), 7.56 (1H, m), 7.47 (2H, d, J=8.8Hz), 7.03 (2H, d, J=8.8Hz), 6.30 (1H, d, 
J= 16.0Hz), 5.41 (2H, s), 3.76 (3H, s)„ 

mmrn i m 

10 3- (2- >-2->f )V* h^v) 7 7*nA>^ . ^fji/X 




15 TLC : Rf 0.61 (^^r^ V I H=g&xf-;i/=2 : 1) ; 

NMR (CDC1 3 ) : d 8.21 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.4Hz), 7.84 (1H, d, 

J=8.0Hz), 7.79-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.55 (1H, dt, J=8.0, 3.0Hz), 

7.25-7.10 (2H, m), 6.97-6.86 (2H, m), 5.41 (2H, s), 3.68 (3H, s), 3.10 (2H, t, 
J=7.8Hz), 2.72 (2H, t, J=7.8Hz) 0 

20 
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3- (3- (^^ V >- 2 --f JU* h#y) "7i-;u) T'oyr/H • ^ f;vx 



tlc : Rf o.55(^3r-^> : gfc8£^f-;u=2 : i) ; 

NMR (CDC1 3 ) : S 8.19 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.4Hz), 7.83 (1H, d, 

J=8.0Hz), 7.80-7.68 (1H, m), 7.67 (1H, d, J=8.6Hz), 7.60-7.49 (1H, m), 7.20 (1H, t, 
10 J=7.8Hz), 6.92-6.77 (3H, m), 5.37 (2H, s), 3.66 (3H, s), 2.92 (2H, t, J=7.8Hz), 2.61 
(2H, t, J=7.8Hz) 0 

mmm lsli 

3- (4- y-2 -4 iv* h^y) 7i-;i/) 7"DA'>u^f^i 

15 X-rJl- 



TLC : Rf 0.53 (-^** > I gfc$^f-;i/=2 : 1) ; 
20 NMR (CDCI3) : d 8.18 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.4Hz), 7.82 (1H, d, 
J=7.8Hz), 7.79-7.67 (1H, m), 7.67 (1H, d, J=8.6Hz), 7.54 (1H, t, J=7.8Hz), 7.11 (2H, 



5 





O 
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d, J=8.8Hz), 6.95 (2H, d, J=8.8Hz), 5.36 (2H, s), 3.66 (3H, s), 2.89 (2H, t, J=7.6Hz), 
2.59 (2H, t, J=7.6Hz) 0 

5 6 - (4- (^yV>-2— f h^rv) y ^-)V) >gg • 



10 TLC:Rf 0.57 I ftBfcx*-^=2 : 1) ; 

NMR (CDa 3 ) : d 8.18 (1H, d, J=8.8Hz), 8.08 (1H, d, J=8.4Hz), 7.82 (1H, d, 

J=7.8Hz), 7.74 (1H, m), 7.68 (1H, d, J=8.4Hz), 7.54 (1H, dt, J=8.0, 1.2Hz), 7.08 
(2H, d, J=8.8Hz), 6.94 (2H, d, J=8.8Hz), 5.37 (2H, s), 3.65 (3H, s), 2.54 (2H, t, 
J=7.6Hz), 2.30 (2H, t, J=7.5Hz), 1.73-1.50 (4H, m), 1.43-1.30 (2H, m)o 

15 

mmm 1 fin 

6 - (2 - (^yj>-2 — f fr* h*v) 7 ^**r >m. • tf-frx- 
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TLC : Rf 0.63 (^^r^> : gfe&J^;l/=2 l 1) ; 

NMR (CDC1 3 ) : 8 8.22 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.84 (1H, d, 

J=8.0Hz), 7.75 (1H, m), 7.68 (1H, d, J=8.4Hz), 7.55 (1H, t, J=8.0Hz), 7.21-7.08 (2H, 
m), 6.95-6.86 (2H, m), 5.39 (2H, s), 3.64 (3H, s), 2.76 <2H, t, J=7.5Hz), 2.31 (2H, t, 
5 J=7.3Hz), 1.80-1.58 (4H, m), 1.52-1.34 (2H, m) 0 

m m 1(12) 

4- (2- (^r/";>-2-'f^ h^y) 7x/^y) 79 • 3-7-^3- 



TLC : Rf 0.60 -9" > : gfe$o^;l/ = i : i) ; 

NMR (CDCI3) : d 8.20 (1H, d, J=8.2Hz), 8.07 (1H, d, J=8.2Hz),7.69-7.85 (3H, 

15 m), 7.54 (1H, ddd, J=8.0, 6.8, 1.2Hz), 6.81-6.98 (4H, m), 5.43 (2H, s), 4.09-4.19 
(4H, m), 2.59 (2H, t, J=7.4Hz), 2.18 (2H, m), 1.25 (3H, t, J=7.2Hz) c 

5- (2- (3r J V >- 2 -J )V* h^rv-) 7xy^ry) ^> 9 >& • 3^f- )l> 
20 3-7.7- )V 



10 




O 
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TLC : Rf 0.51 (^^> I gfc&.x-7-;W=2 I 1) ; 

NMR (CDC1 3 ) : $ 8.20 (1H, d, J=8.4Hz), 8.07 (1H, d, J=8.4Hz), 7.69-7.85 (3H, 

5 m), 7.54 (1H, m), 6.80-6.98 (4H, m), 5.43 (2H, s), 4. 12 (2H, q, J=7. 1Hz), 4.09 (2H, 
t J=6.2Hz), 2.41 (2H, t, J=6.9Hz), 1.86-1.91 (4H, m), 1.23 (3H, t, J=7.1Hz) 0 

2- (3- (3- (*yj>-2-^^h*'» 7x^;U) yn^y) g|= 

10 g£ • ^-f-jVJU^T-jV 




TLC : Rf 0.31 (^^r"9-> I ft^^^=2 : 1) ; 
15 NMR (CDCI3) : S 8. 19 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.65-7.85 (3H, 

m), 7.55 (1H, m), 7.19 (1H, dd, J=7.0, 7.0Hz), 6.65-6.92 (3H,m), 5.38 (2H, s), 4.05 
(2H, s), 3.76 (3H, s), 3.52 (2H, t, J=7.0Hz), 2.69 (2H, t, J= 10,0Hz), 1.95 (2H, m)o 

**fc*n M R ) 

20 7- (2 - 'J >-2 -4 fr* Y*i/) ~7 at 1 9 • .x-^;i/ 
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TLC:Rf 0.51 I ftRxf-/U=: 2 ! 1) J 

NMR (CDC1 3 ) : S 8.20 (1H, d, J=8.4Hz), 8.07 (1H, d, J=8.4Hz), 7.69-7.84 (3H, 

m), 7.54 (1H, ddd, J=8.2, 6.8, 1.4Hz), 6.80-6.98 (4H, m), 5.44 (2H, s), 4. 12 (2H, q, 
J=7.2Hz), 4.06 <2H, t, J=6.6Hz), 2.30 (2H, t, J=7.4Hz), 1.87 (2H, tt, J=7.3, 7.3Hz), 
1.35-1.74 (6H, m), 1.24 (3H, t, J=7.2Hz) 0 

4- (2- (4 -^?>^;l/^> v;l/rj-^rv) 7x/^->) . a.*-j|,jc 




O 



tlc : Rf 0.52 (^^-9-> : g^i?x.^-;i/=5 : l) ; 

NMR (CDCI3) : d 7.35 (2H, d, J=8.4Hz), 7.17 (2H, d, J=8.4Hz), 6.84-6.96 (4H, 

m), 5.08 (2H, s), 4.13 (2H, q, J=7.4Hz), 4.07 (2H, t, J=6.2Hz), 2.60 (2H, t, J=7.3Hz), 
2.54 (2H, t, J=7.5Hz), 2.13 (2H, m), 1.52-1.68 (2H, m), 1.26-1.37 (4H, m),1.25 (3H, 
t, J=7.4Hz), 0.89 (3H, t, J=6.8Hz) e 
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mmj (17) 

5- (2- (4 -s<>?-)\"<> 7x;+y) ^ > ? y& • i^- )\, 



TLC : Rf 0.48 e\4r-9-> : S^^-^;i/=5 : 1) ; 

NMR (CDC1 3 ) : S 7.35 (2H, d, J=8.4Hz), 7. 17 (2H, d, J=8.4Hz), 6.81-6.96 (4H, 

10 m), 5.08 (2H, s), 4.12 (2H, q, J=7,2Hz), 4.04 (2H, t, J=5.8Hz), 2.59 (2H, t, J=7.7Hz), 
2.39 (2H, t, J=7.0Hz), 1.80-1.88 (4H, m), 1.52-1.68 (2H, m), 1.28-1.37 (4H, m),1.24 
(3H, t, J=7.2Hz), 0.88 (3H, t, J=6.6Hz)„ 

(1 8) 

15 7- (2- (4-^>fM>v>t^ry) y^J^-'y) ^7*9 y & ■ 



20 TLC : Rf 0.50 ("v*^ > \ #&J^-;l/=5 : 1) ; 

NMR (CDCI3) : S 7.35 (2H, d, J=7.8Hz), 7.17 (2H, d, J=7.8Hz), 6.80-6.96 (4H, 



5 





91 



WO 99/11255 PCT/JP98/03760 



m), 5.08 (2H, s), 4.12 (2H, q, J=7.2Hz), 4.02 (2H, t, J=6.6Hz), 2.60 (2H, t, J=7.7Hz), 
2.29 (2H, t, J=7.5Hz), 1.24-1.90 (14H, m), 1.25 (3H, t, J=7.2Hz), 0.88 (3H, t, 
J=6.6Hz) 0 



5 ^fifcgfll (1 9) 

5- (3- y y- 2 ->f )i>* h4rv) 7 ^-?i<) • j^-jux. 




10 

TLC : Rf 0.39(^^r-9-> : gj^.x^;w=3 ! 1) ; 

NMR (CDC1 3 ) : $ 8.20 (1H, d, J=8.5Hz), 8.09 (1H, d, J=8.5Hz), 7.83 (1H, dd, 

J=8.0, 1.5Hz), 6.74 (1H, ddd, J=8.0, 8.0, 1.5Hz), 7.69 (1H, d, J=8.5Hz), 7.55 (1H, 
ddd, J=8.0, 8.0, 1.0Hz), 7.19(1H, dd, J=8.5, 8.5Hz). 6.90-6.75 (3H, m), 5.38 (2H, 
15 s), 3.66 (3H, s), 2.60 (2H, t-likc), 2.30 (2H, t-like), 1.70-1.55 (4H, m) 0 

mmm (20) 

2- (3- (3 - 2 h#v) -7jc-;u) 7*nn>ft) 
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TLC:Rf 0.55 (-N*"tf-> : ft^if^=2 I 1) ; 

NMR (CDC1 3 ) : S 8.20 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.6Hz), 7.66-7.85 (3H, 

m), 7.55 (1H, ddd, J=8.2, 7.0, 1.2Hz), 7.20 (1H, dd, J=7.7, 7.7Hz), 6.78-6.88 (3H, 
m), 5.38 (2H, s), 3.72 (3H, s), 3.20 (2H, s), 2.58-2.73 (4H, m), 1.90 (2H, tt, J=7.5, 
5 7.5Hz) 0 

5- (7- V >- 2 -A fr* h*v) -3. 4-y'tKDt7f;l/) ^ 

0 

OCX. 



TLC:Rf 0.63 (^^-9-^ : |fe^^-;i/=2 : 1) ; 

NMR (CDCI3) : 8 8.19 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.83 (1H, dd, 

15 J=8.0, 1.2Hz), 7.67-7.78 (2H, m), 7.54 (1H, ddd, J=8.0, 6.0, 1.0Hz), 7.03 (1H, d, 
J=8.2Hz), 6.93 (1H, d, J=2.6Hz), 6.78 (1H, dd, J=8.2, 2.6Hz), 5.85 (1H, dd, J=4.6, 
4.6Hz), 5.39 (2H, s), 3.65 (3H, s), 2.64 (2H, t, J=7.9Hz), 2.39 (2H, t, J=7.3Hz), 
2.15-2.31 (4H, m), 1.41-1.70 (4H, m) 0 

20 1 (2 2) 

5- (7 - y- 2 -A )i>* -1, 2, 3, 4-xhyfcFn 
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tlc : Rf o.6i (^*V-> :&&^<f-fr=2: d; 

NMR(CDCl 3 ) : 8 8. 18 (1H, d, J=8.4Hz), 8.08 (1H, d, J=8.4Hz), 7.82 (1H, d, 

5 J=8.2Hz), 7.67-7.78 (2H, m), 7.49-7.58 (1H, m), 6.94 (1H, d, J=8.4Hz), 6.75-6.84 
(2H, m), 5.36 (2H, s), 3.67 (3H, s), 2.64-2.75 (3H, m), 2.27 (2H, t, J=7.3Hz), 1.28- 
1.84 (10H, m)o 

mmm (23) 

10 6- (3- (3 -7x-;V7*D^^y) 7 ^=-)l>) ^3r*}->& • *?-)VJ^X7- 




15 TLC : Rf 0.49 n n*;l/A : ;* * J -)V=5 : 1) ; 

NMR (CDC1 3 ) : S 7.34-7.10 (6H, m), 6.78-6.67 (3H, m), 3.95 (2H, t, J=6.5Hz), 

3.66 (3H, s), 2.81 (2H, t, J=7.5Hz), 2.57 (2H, t, J=7.5Hz), 2.31 (2H, t, J=7.5Hz), 
2.10 (2H, m), 1.74-1.53 (4H, m), 1.45-1.24 (2H, m)o 

20 ^mm i (24) 

7 - (3 - (^y V y- 2 -A h*v) 7 Ji-jl/) s^-f* • p(^;Ujc 
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tlc : Rf 0.37 (^^r-y-v : s^^-x-^;i'=5 : 1) ; 

5 NMR (CDa 3 ) : $ 8. 19 (1H, d, J=8.5Hz), 8.08 (1H, d, J=8.5Hz), 7.85-7.50 (4H, 

m), 7.20 (1H, dd, J=7.5, 7.5Hz), 6.95-6.80 (3H, m), 5.37 (2H, s), 3.67 (3H, s), 2.57 
(2H, t, J=7.5Hz), 2.31 (2H, t, J=7.5Hz), 1.70-1.50 (4H, m), 1.40-1.20 (4H, m) G 

mmm (25) 

10 (3EZ) -6- (3- (^y »J >- 2 h*->) -3-^ 




15 TLC : Rf 0.33 (^-fr > : Wp9L^^ = S : 1) ; 

NMR (CDa 3 ) : £ 8.19 (1H, d, J=8.0Hz), 8.08 (1H, d, J=8.0Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.68 (1H, d, J=8.0Hz), 7.55 (1H, m), 7.19 (1H, dd, J=8.0, 
8.0Hz), 6.95-6.75 (3H, m), 5.70-5.45 (2H, m), 5.38 (2H, s), 3.66 (3H, s), 3.05-2.95 
(2H, m), 2.70-2.60 (2H, m), 2.40-2.25 (2H, m) 0 

20 

mmm-i (2 a) 

2- (3- (3- V >- 2 -4 )\<* h*v) ~7 7X2\Z)V7,Jl>7 
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CH 3 



5 TLC : Rf 0.68 O n '. 2 9 S — */U=9 I I) I 

NMR (CDa 3 ) : 5 8.20 (1H, d, J=8.4Hz), 8.09 (1H, d, J=8.4Hz), 7.84 (1H, dd, 

J=8.4, 1.2Hz), 7.75 (IK, ddd, J=8.4, 7.0, 1.6Hz), 7.68 (1H, dd, J=8.4, 1.2Hz), 7.59 
(1H, ddd, J=8.2, 7.0, 1.2Hz), 7.22 (1H, m), 6.78-6.89 (3H, m), 5.38 (2H, s), 3.77 
(3H, s), 3.63 (2H, s), 2.74-2.85 (4H, m), 2.12 (2H, tt, J=7.7, 7.7Hz) 0 



mmm (2 7) 

2 - ( (2 EZ) -3 - (3 - U >-2 — f F*vO 7x-;P) - 



TLC : Rf 0.35 (f^^V I 8t=$^;i/ = 3 I 1) ; 

NMR (CDCI3) : £ 8.19 (1H, d, J=8.5Hz), 8.09 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.67 (1H, d, J=8.5Hz), 7.55 (1H, ni), 7.21 (1H, dd, J=8.5, 
20 8.5Hz), 7.10-6.85 (3H, m), 6.45 (1H, d, J=16.0Hz), 6.13 (1H, dt, J=16.0, 7.5Hz), 
5.39 (2H, s), 3.70 (3H, s), 3.40 (2H, d, J=7.5Hz), 3.18 (2H, s)o 



10 



15 
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2 ->< 2 - (3- (3- (*>"J>-.2 
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h*v) 7i-Jb) y 



5 




NMR (CDC1 3 ) : £ 8.20 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.6Hz), 7.66-7.85 (3H, 

m), 7.55 (1H, dd, J=7.5, 7.5Hz), 7.19 (1H, dd, J=7.6, 7.6Hz), 6.77-6.87 (3H, m), 
5.37 (2H, s), 4.14 (2H, q, J=7.2Hz), 2.57-2.70 (4H, m), 1.84 (2H, tt, J=7.7, 7.7Hz), 
10 1.49 (6H, s), 1.24 (3H, t, J=7.2Hz) 0 

^MiMl (2 3) 

2- (3- (+yj>-2->f;Mh^y) 7x-^) ^f^iXf^ 



15 




tlc : Rf 0.41 (g^g?j.^;u : ^^•9->=i : 2) ; 

NMR (CDCI3) : $ 8. 19 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7. 82 (d, J = 

8.0 Hz, 1H), 7.74 (m, 1H), 7.67 (d, J = 8. 5Hz, 1H), 7.54 (m, 1H), 7.24 (dd, J = 8.0, 
20 8.0 Hz, 1H), 7.00-6.85 (m, 3H), 5.38 (s, 2H), 3.65 (s, 3H), 3.59 (s, 2H) 0 
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4- (3- v >-2->f fr* h*v) • j*^;i/jc* 




TLC : Rf 0.51 (RB^c^ : = l : 2) ; 

NMR (CDC1 3 ) : £ 8. 19 (d, J = 8.5 Hz, 1H), 8.09 (d, J = 8. 5Hz. 1H), 7.83 (d, J = 

8.0 Hz, 1H), 7.74 (m, 1H), 7.68 (d, J = 8.5 Hz, 1H), 7.55 (m, 1H), 7.23 (m, 1H), 
6.90-6.75 (m, 3H), 5.38 (s, 2H), 3.65 (s, 3H), 2.62 (t, J = 7.5 Hz, 2H), 2.31 (t, J = 
10 7.5 Hz, 2H), 1.93 (m, 2H)„ 



3 - (3- (4 -^-y^-jvy 3l=-)V* h^ry) 7x^^) -/nA>gg • m-n, 




TLC:Rf 0.64(^^^> : ^ji^;u=4 : 1) ; 

NMR (CDCI3) : 8 7.02-7.36 (m, 5H), 6.78-6.83 (m, 3H), 5.00 (s, 2H), 3.67 (s, 

20 3H), 2.93 (t, J = 7.0 Hz, 2H), 2.57-2.66 (m, 4H), 1.61 (m, 2H), 1.24-1.36 (m, 4H), 
0.89 (t, J = 6.2 Hz, 3H) 0 
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*MM1 (3 2) 

5- (5- V>-2->f to* h^y) -3, 4 -v^t: F*Dt7f^) ^ 

>9 >6£ • ^fiVXXfJl/ 



5 




TLC : Rf 0.55(ft^^-JH ^^r-9-> = l : 2) ; 

NMR (CDC1 3 ) : 5 8.20 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0Hz, 1H), 7.83 (d, J = 

8.0Hz, 1H), 7.74 (m, 1H), 7.71 (d, J = 8.5 Hz, 1H), 7.54 (m, 1H), 7. 12 (dd, J = 8.0, 
10 8.0Hz, 1H), 6.92 (d, J = 8.0Hz, 1H), 6.85 (d, J = 8.0Hz, 1H), 5.89 (t, J = 4.5 Hz, 
1H), 5.40 (s, 2H), 5.39 (s, 2H), 3.66 (s, 3H), 2.91 (t, J = 8.0 Hz, 2H), 2.45 (t, J = 7.0 
Hz, 2H), 2.34 (d, J = 7.5 Hz, 2H), 2.26 (m, 2H), 1.80-1.45 (4H, m) 0 

15 5- (5- >-2 ->f to* h*->) -1, 2, 3, 4-f h7tKD 




20 TLC : Rf 0.55 (tK I 9 J -to \ 9 D n = 1 : 10 1*100) ; 

NMR (CDCI3) : 8 8.20 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.5 Hz, 1H), 7.83 (d, J = 
8.5 Hz. 1H), 7.74 (m, 1H), 7.72 (d, J = 8.5 Hz, 1H), 7.54 (m, 1H), 7.07 (dd, J = 8.0, 
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8.0 Hz, 1H), 6.81 (d, J = 8.0 Hz, 1H), 6.73 (d, J = 8.0 Hz, 1H), 5.37 (s, 2H), 3.67 (s, 
3H), 3.00-2.60 (m, 3H), 2.34 (t, J = 7.5 Hz, 2H), 2.00-1.50 (10H, m)o 

5 5- (4- (2- (1-7 ? U>-2-4 fr) Jih^v) 7 ^=-)V) s<>?>&. 



O 




10 TLC : Rf 0.69(^^r^> : ^^-^^=2 ! 1) ; 

NMR (CDa 3 ) : d 7.85-7.70 (m, 4H), 7.50-7.40 (m, 3H), 7.05 (d, J = 9 Hz, 2H), 

6.80 (d, J = 9 Hz, 2H), 4.25 (t, J - 7 Hz, 2H), 3.65 (s, 3H), 3.25 (t, J = 7 Hz, 2H), 
2.60 (t, J = 7 Hz, 2H), 2.35 {U J - 7 Hz, 2H), 1.75-1.50 (m, 4H)o 

15 mmski (j_5J 

2- (6- (^/'J>-2-^Wh*y) -1, 2, 3, 4-f f5HKn 




o 
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TLC : Rf 0.47 (f^^^-;l/ : vs^-y- > = i ; 2 ) ; 

NMR (CDC1 3 ) : d 8. 18 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.82 (d, J = 

8.0 Hz, 1H), 7.73 (m, 1H), 7.67 (d, J = 8.5 Hz, 1H), 7.54 (m, 1H), 7.06 (d, J = 8.5 
Hz, 1H), 6.81 (dd, J = 8.0, 3.0 Hz, 1H), 6.74 (d, J = 3.0 Hz, 1H), 5.35 (s, 2H), 3.69 
5 (s, 3H), 3.29 (m, 1H), 2.80-2.40 (m, 2H), 2.49 (dd, J = 15.0, 10.0 Hz, 1H), 2.00-1.60 
(m, 4H) 0 

2- (3- (4 — sOf-fr? .x -)lsjt h^v) gfcg£ • ^ ?-)l>3iX7- 

10 * 



H 3 C 




TLC :Rf 0.91 (^\^r-9-> : g^^^;w=9 1 1) ; 

15 NMR (CDCI3) : S 7.40-7.15 (m, 5H), 6.95-6.80 (m, 3H), 5.00 (s, 2H), 3.70 (s, 

3H), 3.60 (s, 2H), 2.60 (t, J = 7.5 Hz, 2H), 1.60 (m, 2H), 1.40-1.20 (m, 4H), 0.90 (t, 
J = 7 Hz, 3H) 0 

mmm 1 f.37) 

20 6- (3 - V^-3 — f fr* Y**s) 7 jl-)V) s\**)->&' ^f;vx 
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TLC : Rf 0.58 : s^K^f-^ = i : 1) ; 

NMR (CDClg) : S 9.00 (1H, br), 8.24 (1H, br), 8.14 (1H, d, J=8.5Hz), 7.85 (1H, 
d, J=8.0Hz), 7.74 (1H, dd, J=8.5, 8.0Hz), 7.57 (1H, dd, J=8.5, 8.0Hz), 7.23 (1H, m), 
6.91-6.78 (3H, m), 5.26 (2H, s), 3.66 (3H, s), 2.60 (2H, t, J=7.5Hz), 2.30 (2H, t, 
J=7.5Hz), 1.78-1.54 (4H, m), 1.47-1.26 (2H, m) 0 

^mm 1 ( 3 S ) 

4- (3- ( (2E) -3- ( 4 -so-f-fr? ju~)V) -2-7*o^;Vt^ 



H 3 C 




TLC : Rf 0.74 (^*r*r V \ gf=$j^;W=3 : 1) ; 

NMR (CDa 3 ) : 8 7.33 (d, J = 8.2 Hz, 2H), 7.20 (m, 1H), 7. 14 (d, J = 8.2 Hz, 2H), 
6.67-6.82 (m, 4H), 6.37 (dt, J = 15.8, 5.8 Hz, 1H), 4.68 (dd, J = 5.8, 1.4 Hz, 2H), 
3.66 (s, 3H), 2.63 (t, J = 7.2 Hz, 2H), 2.59 (t, J = 7.2 Hz, 2H), 2.34 (t, J = 7.2 Hz, 
2H), 1.95 (tt, J - 7.2, 7.2 Hz, 2H), 1.61 (m, 2H), 1.25-1.36 (m, 4H), 0.89 (t, J = 6.7 
Hz, 3H) 0 

(3 9) 
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4- (3- (*;>J >-3 -A )\<* h^rv) 7 zl=-)V) • * -f-)V3-7> 




TLC : Rf 0.84 (gfcg^ ;W) ; 

NMR (CDCI3) : 8 8.99 (d, J = 2.2 Hz, 1H), 8.24 (d, J = 2.2 Hz, 1H), 8. 13 (d, J = 

8.4 Hz, 1H), 7.85 (dd, J = 8.2, 1.4 Hz, 1H), 7.73 (ddd. J = 8.4, 7.0, 1.4 Hz, 1H), 
7.57 (ddd, J = 8.2, 7.0, 1.2 Hz, 1H), 7.23 (m, 1H), 6.81-6.88 (m, 3H), 5.26 (s. 2H), 
10 3.67 (s, 3H), 2.65 (t, J = 7.5 Hz, 2H), 2.34 (t, J = 7.5 Hz, 2H), 1.96 (tt, J = 7.5, 7.5 
Hz, 2H) 0 



4- (4- (4 -^dd- 2 - h V 7)i<*ujt y- 6 -4 )U* Y * 

15 v) 7z-^) ■ *^JU^X7-)V 



F 




TLC : Rf 0.49 (^^r^ > I &&^T)l>=4 l 1) I 
20 NMR (CDCI3) : S 8.35 (d, J = 2.0 Hz, 1H), 8.27 (d, J = 8.8 Hz, 1H), 7.95 (dd, J = 
8.8, 2.0 Hz, 1H), 7.84 (s, 1H), 7.13 (d, J = 8.5 Hz, 2H), 6.95 (d, J = 8.5 Hz, 2H), 



103 



WO 99/11255 



PCT/JP98/03760 



5.30 (s, 2H), 3.66 (s, 3H), 2.61 (t, J = 7.5 Hz, 2H), 2.33 (t, J = 7.5 Hz, 2H), 1.93 (tt, 
J = 7.5, 7.5 Hz, 2H) 0 

m&MJ u n 

5 2 - (3 - (4ry; >-2 ->f h*v) gf=g° . ^ 




10 NMR (CDa 3 ) : 8 8.20 (d, J = 8.4 Hz, 1H), 8.09 (d, J = 8.4 Hz, 1H), 7.83 (m, 1H), 
7.74 (m, 1H), 7.68 (d, J = 8.4 Hz, 1H), 7.55 (m, 1H), 7. 18 (m, 1H), 6.83-7.03 (m, 
2H), 6.77 (m, 1H), 5.39 (s, 2H), 3.76 (s, 2H), 3.70 (s. 3H), 3.09 (s, 2H)o 

tiWl (4 2) 

15 (2 E) -6- (3 - >- 2 -<OU* h*v) ~7^.-)V) ^**r- 2 




20 TLC : Rf 0.58 (g^JL-^ : > = 1 ; 2 ) ; 

NMR (CDC1 3 ) : a 8. 19 (d, J = 8.0 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.83 (d, J = 
8.0 Hz, 1H), 7.74 (dd, J = 8.0, 8.0 Hz, 1H), 7.68 (d, J = 8.0 Hz, 1H), 7.55 (dd, J = 
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8.0, 8.0 Hz, 1H), 7.20 (dd, J = 8.0, 7.5 Hz, 1H), 6.93 (dt, J = 16.0, 7.0 Hz, 1H), 
6.90-6.75 (m, 3H), 5.80 (d, J = 16.0 Hz, 1H), 5.38 (s, 2H), 4. 19 (q, J = 7.0 Hz, 2H), 
2.61 (t, J = 7.5 Hz, 2H), 2. 18 (dt, J = 7.0, 7.0 Hz, 2H), 1.76 (m, 2H), 1.29 (t, J = 7.0 
Hz, 3H)o 

mum i (4 3) 

2- (3- ( (2E) -3- ( 4 -*<y+*y jc-;1/) - 2 - * 



H 3 C 




TLC : Rf 0.57 : BHfcX-?-JI"=4 : 1) ; 

NMR (CDa 3 ) : $ 7.33 (d, J = 8.0 Hz, 2H), 7.24 (dd, J = 8.0, 8.0 Hz, 1H), 7.14 (d, 

J = 8.0 Hz, 2H), 6.83-6.95 (m, 3H), 6.71 (d, J = 16.4 Hz, 1H), 6.36 (dt, J = 16.4, 5.8 
Hz, 1H), 4.70 (d, J = 5.8 Hz, 2H), 3.80 (s, 2H), 3.72 (s, 3H), 3.09 (s, 2H), 2.59 (t, J 
= 7.2 Hz, 2H), 1.54-1.68 (m, 2H), 1.23-1.35 (m, 4H), 0.89 (t, J = 6.6 Hz, 3H) 0 

IMJ (4 4) 

4- (2- (4 an- 2 - h V 7)U*n* ^-)\>*JV >- 6 -A )\* * h * 
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TLC:Rf 0.58 : gf=$J^;l,=4 : i) ; 

NMR (CDCI3) : $ 8.40 (d, J = 1.4 Hz, 1H), 8.28 (d, J = 8.6 Hz, 1H), 7.95 (dd, J = 
8.6, 1.4 Hz, 1H), 7.85 (s, 1H), 7.16-7.26 (m, 2H), 6.91-6.98 (m, 2H), 5.34 (s, 2H), 
3.63 (s, 3H), 2.80 (t, J = 7.6 Hz, 2H), 2.38 (t, J = 7.6 Hz, 2H), 2.02 (tt, J = 7.6, 7.6 
Hz, 2H)o 

2 - ( (2 2) -3 - (3 - (*;i)y-2-4&* h*~>) 7 -2 




o 



TLC : Rf 0.76 (gfc&J£?-;W : ^-tf- y = \ : i) ; 

NMR (CDCI3) : £ 8. 19 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 
(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.25 (dd, J = 8.0, 8'.0 Hz, 1H), 6.95 (s, 1H), 
6.93 (d, J = 8.0 Hz, 1H), 6.89 (d, J = 8.0 Hz, 1H), 6.58 (dd, J = 11.5, 1.5 Hz, 1H), 
5.71 (dt, J = 11.5, 8.0 Hz, 1H), 5.39 (s, 2H), 3.57 (s, 3H), 3.47 (dd J = 8.0, 1.5 Hz, 
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2H), 3.16 (s, 2H) 0 

iiU LA <n 

6 - (3 - y- 2 --f /p;**-/^*) 7i-^) • 

5 xxfil' 




TLC : Rf 0.44 (gfc|£.x.-^;i/ I ^^-9* > = 1 .* 3) ; 
10 NMR (CDC1 3 ) : 8 8.07 (d, J = 8.5 Hz, 1H), 8.04 (d. J = 8.5 Hz, 1H), 7.77 (d, J = 

8.0 Hz, 1H), 7.69 (ddd, J = 8.5, 8.5, 1.5 Hz, 1H). 7.52 (d, J = 8.5 Hz, 1H), 7.52 (d, J 
= 8.5 Hz, 1H), 7.25-7.00 (m, 3H), 6.94 (ddd, J =7.0, 1.5, 1.5 Hz, 1H), 4.43 (s, 2H), 
3.66 (s, 3H), 2.49 (t, J = 7.5 Hz, 2H), 2.25 (t, J = 7.5 Hz, 2H), 1.70-1.40 (m, 4H), 
1.27 (m, 2H)o 

(4 7) 

2- (3- (3- ( (2E) -3- (4 -^>f^7x-jl/) - 2 -7*n^x 



H 3 C 



20 




TLC : Rf 0.60(^^r"9-> I S^®?i^;V=4 : l) ; 
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NMR (CDa 3 ) : $ 7.33 (d, J = 8.0 Hz. 2H), 7.20 (m, 1H), 7. 14 (d, J = 8.0 Hz, 2H), 
6.67-6.80 (m, 4H), 6.37 (dt, J = 16.0, 5.6 Hz, 1H), 4.68 (d, J = 5.6 Hz, 2H), 3.73 (s, 
3H), 3.22 (s, 2H), 2.55-2.74 (m, 6H), 1.93 (tt, J = 7.6, 7.6 Hz, 2H), 1.54-1.66 (m, 
2H), 1.26-1.35 (m, 4H), 0.89 (t, J = 6.9 Hz, 3H)„ 

**fc*n (4 *n 

2- (5— (^r/ , J>-2-'f^h^y) - l, 2, 3, 4-f-h7tiKn 

i-7? vy-2 -4 *0 iS^f^xxf;i' 




ch 3 



n-c : Rf o.33 {mk^n> : > = i : 3) ; 

NMR (CDC1 3 ) : d 8. 18 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 
(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.70 (d, J = 8.5 Hz, 
1H), 7.55 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.04 (dd, J = 8.0, 8.0 Hz, 1H), 6.74 (d, J = 
8.0 Hz, 1H), 6.72 (d, J = 8.0 Hz, 1H), 5.38 (s, 2H), 3.71 (s, 3H), 3.15-1.95 (m, 
8H),1.56 (m, 1H) 0 

mmmi us) 

4- (5- (+yV>-2-^JMh+y) -1, 2, 3, 4-fh7tKn 
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TLC : Rf 0.60 (ftigxf^ : > = 1 : 2) I 

NMR (CDCI3) : (J 8.18 (d, J = 8.0 Hz, 1H), 8.07 (dd, J = 8.0, 1.5 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.59 (d, J = 8.0 Hz, 
1H), 7.53 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.03 (dd, J = 8.0, 8.0 Hz, 1H), 6.71 (d, J = 
8.0 Hz, 1H), 6.71 (d, J = 8.0 Hz, 1H), 5.37 (s, 2H), 3.68 (s, 3H), 3.15-2.60 (m, 3H), 
2.55-2.30 (m, 1H), 2.35 (t, J =7.5 Hz, 2H), 2.00 (m, 1H), 1.85-1.60 (m, 3H), 1.55- 
1.30 (m, 3H) 0 

mmmi (so) 

2- (7- (^>"J>-2->fWh^-» -1, 2, 3, 4-f h7tKo 




TLC : Rf 0.27 (flft&x.?- * : > = 1 : 5) ; 

NMR (CDCI3) : S 8. 17 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.81 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.66 (d, J = 8.5 Hz, 
1H), 7.53 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 6.98 (d, J = 8.0 Hz, 1H), 6.79 (dd, J = 8.0, 
3.0 Hz, 1H), 6.71 (d, J = 3.0 Hz, 1H), 5.34 (s, 2H), 3.69 (s, 3H), 2.90-2.70 (m, 3H), 
2.55-2.10 (m, 4H), 1.91 (m, 1H), 1.44 (m, 1H)» 
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L5 n 

3- (6- >-2--Ol/* -1, 2, 3, 4-f l>7tKn 



TLC : Rf 0.88 (tK I * * J —fr I 9 D D*^A =1 : 10 : 100) ; 

NMR (CDC1 3 ) : 8 8.18 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

10 (dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 6.97 (d, J = 8.5 Hz, 1H), 6.78 (dd, J = 8.5, 
2.5 Hz, 1H), 6.75 (d, J = 2.5 Hz, 1H), 5.35 (s, 2H), 3.67 (s, 3H), 2.90-2.70 (m, 3H), 
2.41 (t, J = 7.5 Hz, 2H), 2.38 (m, 1H), 1.89 (m, 1H), 1.80-1.60 (m, 3H), 1.38 (m, 
1H) 0 



4- (7- 'J y-2-4)V* h^rv) - l, 2, 3. 4-f hytKo 

•1-7 9 U>- 2 ->f )V) 79 • ^^-;i/i^-r;i/ 



5 




15 



20 




CH 3 
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TLC :Rf 0.43(ft^-x^^ : ^^r-9->=l : 3) ; 

NMR (CDCI3) : $ 8.17 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.98 (d, J = 8.5 Hz, 1H), 6.78 (dd, J = 8.5, 
5 2.5 Hz, 1H), 6.72 (d, J = 2.5 Hz, 1H), 5.35 (s, 2H), 3.67 (s, 3H), 2.90-2.65 (m, 3H), 
2.36 (dd, J = 16.0, 10.0 Hz, 1H), 2.33 (t, J = 7.5 Hz, 2H), 2.00-1.60 (m, 4H), 1.50- 
1.20 (m, 3H)o 

^^li L5.3J 

10 6- V >-2 -4 )\>* Y -1, 2, 3, 4-fh^tKnt7^ 




15 TLC : Rf 0.35 (gfi&J^^ : > = 1 ! 3) ; 

NMR (CDC1 3 ) : $ 8. 18 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.66 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.01 (d, J = 8.0 Hz, 1H), 6.81 (dd, J = 8.0, 
2.5 Hz, 1H), 6.75 (d, J = 2.5 Hz, 1H), 5.35 (s, 2H), 3.71 (s, 3H), 3.05-2.60 (m, 5H), 
20 2.17 (m, 1H), 1.83 (m, lH)o 

2- (8- V>-2-J )l<* -1, 2, 3, 4-fh7tiKD 
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TLC : Rf 0.43 (tK I * 9 J —A> I 9 n D A = 1 : 10 : 100) ; 

NMR (CDa 3 ) : S 8.22 (d, J = 8.5 Hz, 1H), 8.07 (dd, J = 8.0, 1.0 Hz, 1H), 7.83 

(dd, J = 8.0, 1.5 Hz, 1H), 7.83 (d, J= 8.5 Hz. 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.09 (dd, J = 8.0, 8.0 Hz, 1H), 6.78 (d, J = 
8.0Hz, 1H), 6.75 (d, J = 8.0 Hz, 1H), 5.40 (s, 2H), 3.81 (m, 1H), 3.69 (s, 3H), 2.95 
(dd, J = 15.0, 2.5 Hz, 1H), 2.85-2.75 (m, 2H), 2.49 (dd, J = 15.0, 11.0 Hz, 1H), 
1.95-1.75 (m,4H) 0 

8- (^r>"; y-2 -<<)\>* h ^y) -l, 2, 3, 4 -7- Y y\L Knf7 9 




TLC:Rf 0.47 (MsBtx-f-iU I s\**)-> = l 13); 

NMR (CDC1 3 ) : a 8. 19 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.83 
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(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.69 (d, J = 8.5 Hz, 
1H), 7.06 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.06 (dd, J = 8.0, 8.0 Hz, 1H), 6.74 (d, J = 
8.0 Hz, 1H), 6.74 (d, J = 8.0 Hz, 1H), 5.40 (s, 2H), 3.76 (s, 3H), 3.28 (dd, J = 17.0, 
4.5 Hz, 1H). 3.00-2.65 (m, 4H), 2.21 (m, 1H), 1.89 (m, 1H) 0 

5 

m mm i (5 . 0 

3- (8- (+y , J>-2-'fW>^y) -1, 2, 3, 4-xh7tKn 



10 

TLC : Rf 0.46 <g^.^)V : > = 1 ! 3) ; 

NMR (CDCI3) : d 8.21 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.84 

(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 
15 1H), 7.55 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.03 (dd, J = 8.0, 8.0 Hz, 1H), 6.73 (d, J = 
8.0 Hz, 1H), 6.72 (d, J = 8.0 Hz, 1H), 5.38 (s, 2H), 3.68 (s, 3H), 3. 12 (dd, J = 17.0, 
4.5 Hz, 1H), 2.90-2.75 (m, 2H), 2.49 (t, J = 7.5 Hz, 2H), 2.31 (dd, J = 17.0, 9.0 Hz, 
1H), 2.00-1.70 (m, 4H), 1.42 (m, 1H) C 

20 mmm\ (S7) 

3- (5- (^y V >- 2 -4 fr* -1, 2, 3, 4-7l>7tl«'D 
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TLC : Rf 0.42 (fij^J.^ : ^-tf- ^ = 113); 

NMR (CDa 3 ) : 8 8. 19 (d, J = 8.5 Hz, 1H), 8.06 (d, J = 8.0 Hz, 1H), 7. 83 (dd, J = 

5 8.0, 1.0 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.0 Hz. 1H), 7.70 (d, J = 8.5 Hz, 1H), 7.54 
(dd, J - 8.0, 8.0 Hz, 1H), 7.08 (dd, J - 8.0, 8.0 Hz, 1H), 6.85 (d, J = 8.0 Hz, 1H), 
6.74 (d, J = 8.0 Hz, 1H), 5.37 (s, 2H), 3.68 (s, 3H), 3.00-2.70 (m, 3H), 2.43 (dd, J = 
7.0, 2.0 Hz, 1H), 2.39 (d, J - 7.0 Hz, 1H), 2.20-1.60 (m, 6H) C 

10 mmmi (5 8) 

3- (7- (t;»J>-2-^MRy) -1, 2, 3, 4-fh7tKn 




15 

TLC : Rf 037<&WL3-Tfl' : ^*V> = 1 13); 

NMR (CDa 3 ) : $ 8.18 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.69 (d, J = 8.5 Hz, 
1H), 7.53 (ddd, J - 8.0, 8.0, 1.0 Hz, 1H), 6.97 (d, J = 8.5 Hz, 1H), 6.88 (d, J = 2.5 
20 Hz, 1H), 6.79 (dd, J = 8.5, 2.5 Hz, 1H), 5.36 (s, 2H), 3.65 (s, 3H), 2.75 (m, 1H), 
2.67 (t, J = 5.5 Hz, 2H), 2.41 (ddd, J = 15.0, 7.0, 2.5 Hz, 1H), 2.29 (ddd, J = 15.0, 
7.0, 1.5 Hz, 1H), 2.20-1.55 (m, 6H) Q 
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2 - (3 - (*>"J >- 7-W h#v) 7 x^;MW*) gfclg • X * 

5 




TLC:Rf 0.41 (^*V> : = l : l) ; 

MS (APCI, Pos. 40 V) : 354 (M+H)+ 0 

10 

##£n 3 "cs^it l t tz k z commit *m%m s -%mm ibnm<o 

15 3^0*2 

(5EZ) -6- (3- V >-2 -Jfr* 7x^^) - 5 




20 

TLC:Rf 0.64(^^r^> : g^^^-;u=2: 1) ; 

NMR (CDCI3) : 5 8.19 (1H, d, J=8.6 Hz), 8.08 (1H, d, J=8.2 Hz), 7.83 (1H, d, 
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J=8.2Hz), 7.76 (1H, m), 7.68 (1H, d, J=8.6 Hz), 7.55 (1H, t. J=6.8 Hz), 7.22 (1H, 
dd, J=15.6, 7.8 Hz), 7.06-6.82 (3H, m), 6.42 (1/2H, d, J=15.8 Hz), 6.40 (1/2H, d, 
J=10.0Hz), 6.16 (1/2H, dt, J=6.6, 15.8 Hz), 5.58 (1/2H, dt, J=7.4, 10.0 Hz), 5.39 
(2H, s), 3.66 and 3.63 (3H, s), 2.40-2.16 (4H, m), 1.89-1.63 (2H, m) 0 

^*fcfl»2 M) 

(5EZ) -6 - (2 - (*y <J >-2-4fr* Y*i/) 7i^) -5-^\ 



O 




TLC:Rf 0.63 : ^Jcf-;i/=2 : l) ; 

MS (apci, Pos., 40 V) : 362 (M+H)+ 0 

(5EZ) -6 - (4 - (*yj>-2--r;l/;< h*v) y^-)U) -5 




o 



TLC:Rf 0.62(^s^"9-> : ft^x^;l/=2: 1) ; 
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MS (apci, Pos., 40 V) : 362 (M+H) + c 

6- (3 - (*v"J >-2 l^-fr) ^•frvg? 

5 




^J&fll 1 TSgjt \*1t\Y&m (4.69 g) £M ? J -)V (130 m 1 ) jjc?fr 

t, 2N*BMb^hy^A*»« (21 mi) i waatufc, k&a 

10 &mWLZ 2 NtK (21 m 1 ) -C+sft Lfc3U MET* * >> -Ji/*ff*U 

^v"?^-e^^, 8MB L fee SS^v^^^^A^nvf^?^- 

*3&9Hfr£^ (3.79 g) 
15 TLC :Rf 0.37 (^*^ * I ntx.?-*^ : 1) I 

NMR (CDa 3 ) : £ 8.20 (1H, d, J=8.2Hz), 8.11 (1H, d, J=8.8Hz), 7.68-7.85 (3H, 

m), 7.51-7.59 (1H, m), 7.18 (1H, dd, J=7.8, 7.8Hz), 6.76-6.89 (3H, m), 5.40 (2H, s), 
2.59 (2H, t, J=7.4Hz), 2.33 (2H, t, J=7.4Hz), 1.55-1.78 (4H, m), 1.31-1.42 (2H, m)o 

20 gfism UJ ^3 (finl 

$£ttmi (i) -mmmi o 9) , mmmi (4 n -%t&mi (43), 
%mmi (45) -mmmi (59) *j:o»*«i«2-i'(2) -cML^fl: 



117 



WO 99/11255 



PCT/JP98/03760 



6- (3- (i-79 U>-2 -J)\<* h^rv) 7x-Jl/) 



5 




TLC : Rf 0.28 n a 7fc)X/2\ ; * ? J -;i/=20 : 1) ; 

NMR (CDC1 3 ) : 8 7.92-7.78 (4H, m), 7.58-7.42 (3H, m), 7.26-7. 15 (1H, m), 6.91- 

6.75 (3H, m), 5.22 (2H, s), 2.59 (2H, t, J=7.6Hz), 2.33 (2H, t, J=7.4Hz), 1.75-1.52 
10 (4H, m), 1.46-1.22 (2H, m)o 

mmm m 

6- (3-^>'W^7x^) ^*"*r>& 



15 




TLC : Rf 0.32 nn*;VA : * *y-;w=2o: 1) ; 

NMR (CDCI3) : 5 7.48-7.26 (5H, m), 7.25-7. 12 (1H, m), 6.84-6.73 (3H, m), 5.05 

(2H, s), 2.59 (2H, t, J=7.6Hz), 2.34 (2H, t, J=7.5Hz), 1.78-1.52 (4H, m), 1.46-1.28 
20 (2H, m)o 

mam lsj 
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6- (3- (f'Jv>-2->f;M h^rv) 7i^) 




5 TLC : Rf 0.23 n u * jWA : ;* * y -;l/=20 : 1) ; 

NMR (CDa 3 ) : £ 8.61 (IH, d, J=5.2Hz), 7.74 (1H, dt, J=7.6, 1.8Hz), 7.55 (1H, d, 

J=7.6Hz), 7.29-7.13 (2H, m), 6.87-6.74 (3H, m), 5.22 (2H, s), 2.59 (2H, t, J=7.4Hz), 
2.34 (2H, t, J=7.2Hz), 1.79-1.53 (4H, m), 1.46 -1.25 (2H, m) 0 

10 C4J 

(2E) -3- (2- (*y U y-l-Jfr* 7x-;l/) -2--/D 




o 



TLC : Rf 0.47(^no*;i/A : ^ ^y-;i/ = lo: 1) ; 

NMR (dg-DMSO) : 8 12.5-12.1 (1H, br), 8.45 (1H, d, J=8.5Hz), 8.10-7.96 (2H, 

m), 7.98 <1H, d, J=16.2Hz), 7.85-7.58 (4H, m), 7.37 (1H, dv J=7.8, 1.8Hz), 7.18 
(1H, d, J=7.8Hz), 7.01 (1H, t, J=7.5Hz), 6.65 (1H, d, J=l 6.2Hz), 5.50 (2H, s)o 
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(2 E) -3- (3- V Y*c*s) -2-7'n 



TLC : Rf 0.38 od*W : * 9 J -;V=10 : 1) ; 

NMR (d 6 -DMSO) : 5 12.6-12.2 (1H, br), 8.43 (1H, d, J=8.4Hz), 8.09-7.95 (2H, 

m), 7.86-7.58 (2H, m), 7.71 (1H, d, J=8.4Hz), 7.57 (1H, d, J=16.0Hz), 7.46 (1H, br), 
7.41-7.24 (2H, m), 7.12 (1H, d, J=8.0Hz), 6.57 (1H, d , J=16.0Hz), 5.43 (2H, s)» 



(2E) -3- (4- (*/'J>-2->f^ h^rv) ~7ol-)V) - 2 -7"D 



TLC:Rf 0.41(^0 0*^^:^^^-^=10:1); 

NMR (dg-DMSO) : $ 12.4-12.1 (IH, br), 8.42 (1H, d, J=8.6Hz), 8.08-7.96 (2H, 

m), 7.80 (1H, dt, J=7.5, 1.6Hz), 7.71-7.60 (2H, m), 7.65 (2H, d, J=8.6Hz), 7.54 (1H, 
20 d, J=l 6.0Hz), 7.11 (2H, d, J=8.6Hz), 6.38 (1H, d, J=l 6.0Hz), 5.43 (2H, s)o 
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(7) 

3- (2- (4ry; >- 2-4 fc* Y**s) 7^-^) yn,K>$ 




5 



TLC:Rf 0.28(*nn*;l/A : J -)\s = \5 \ 1) ; 

NMR (CDa 3 ) : £ 8.20 (1H, d, J=8.6Hz), 8.10 (1H, d, J=8.6Hz), 7.81 (1H, d, 

J=8.0Hz), 7.79-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.54 (1H, t, J=8.0Hz), 7.26- 
7.11 (2H, m), 6.96-6.86 (2H, m), 5.42 (2H, s), 3.12 (2H, t, J=7.8Hz), 2.78 (2H, t, 
10 J=7.8Hz) 0 

3- (3- >- 2 n<* h*v) 7x-^) 



TLC : Rf 0.32(^nn^;l/A : jj< ^y-;W=15 : 1) ; 

NMR (CDa 3 ) : $ 8.20 (1H, d, J=8.6Hz), 8.12 (1H, d, J=8.2Hz), 7.82 (1H, d, 

J=8.0Hz), 7.78-7.68 (1H, m), 7.69 (1H, d, J=8.6Hz), 7.55 (1H, t, J=8.2Hz), 7.20 (1H, 
20 t, J=7.8Hz), 6.93 (1H, br), 6.89-6.79 (2H, m), 5.38 (2H, s), 2.95 (2H, t, J=7.6Hz), 
2.68 (2H, t, J=7.6Hz)o 



15 
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3- (4- (^fy'J y-2-4yi>* -/n^:/®? 




OH 



5 



O 



TLC :Rf 0.34(^na^;UA : p< ~;P=15 : 1) ; 

NMR (CDa 3 ) : $ 8.19 (1H, d, J=8.6Hz), 8.10 (1H, d, J=8.4Hz), 7.82 <1H, d, 

J=8.2Hz), 7.78-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.54 (1H, t, J=8.2Hz), 7.14 (2H, 
10 d, J=8.6Hz), 6.94 (2H, d, J=8.6Hz), 5.36 (2H, s), 2. 91 (2H, t, J=7.6Hz), 2.65 (2H, t, 
J=7.6Hz) 0 

m&m u ^ 

6- (4- (^/"J>-2-'f^h^>) 

15 



TLC:Rf o.4i (^udwa : * ?y-/w=i5 : i) ; 

NMR (CDQ 3 ) : a 8.19 (1H, d, J=8.2Hz), 8.10 (1H, d, J=8.6Hz), 7.82 (1H, d, 

20 J=8.2Hz), 7.74 (1H, m), 7.69 (1H, d, J=8.2Hz), 7.54 (1H, t, J=7.0Hz), 7.08 (2H, d, 
J=8.8Hz), 6.93 (2H, d, J=8.8Hz), 5.37 (2H, s), 2.54 (2H, t, J=7.5Hz), 2.35 (2H, t, 




WO 99/11255 PCT/JP98/03760 
J=7.5Hz), 1.76-1.51 (4H, m), 1.46-1.28 (2H, m) 0 

6 - (2 - (#y"J >- 2 --f /U* h*v) 7x-JH ^*-9->& 

5 




TLC:Rf 0^1 : S^^-^^ = i : 1) ; 

NMR(CDa 3 ) : 5 8.21 (1H, d, J=8.6Hz), 8.10(1H, d, J=8.6Hz), 7.82 (1H, d, 

10 J=8.0Hz), 7.74 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.54 (1H, t, J=8.0Hz), 7.21-7.07 (2H, 
m, Ph), 6.95-6.85 (2H, m), 5.40 (2H, s), 2.76 (2H, t, J=7.5Hz), 2.37 (2H, t, J=7.5Hz), 
1.71 (4H, m), 1.56-1.36 (2H, m)o 

3 (12) 

15 ( 5 E Z) -6- (3- V >- 2 -J )V * h^fy) 7x-)V) -5-^ 




20 TLC : Rf 0.27, 0.20 n □ *)V A : ^ * J -;W = 15 \ 1) ; 

NMR (CDC1 3 ) : £ 8.26-8.07 (2H, m), 7.82 (1H, d, J=8.2Hz), 7.80-7.65 (2H, m) t 
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7.55 (1H, t, J=7.5Hz), 7.29-7.15 (2H, m), 7.08-6.99 <1H, m), 6.98-6.80 (2H, m), 
6.42 and 6.36 (1H, m), 5.42 and 5.41 (2H, s), 2.51-2.18 (4H, m), 1.91-1.68 (2H, m) 0 

(5EZ) -6- (2- >; y- 2 -4 fr* h^y) y^-jv) -5-^ 



O 




TLC:Rf 0.41 (^nn<h;PA : p< ^y-;U = i5 : 1) ; 

NmR(CDCl 3 ): S 8.21 (1H, d, J=8.6Hz), 8. 12 (1H, d, J=8.6Hz), 7.87-7.61 (3H, 
m), 7.59-7.40 (2H, m), 7.24-7.08 (1H, m), 6.99-6.82 (2+0.67H, m), 6.69 (0.33H, d, 
J=11.6Hz), 6.23 (0.67H, dt, J=16.0, 7.0Hz), 5.73 (0.3 3H, dt, J=11.6, 7.5Hz), 5.42 
and 5.39 (2H, eachs), 2.50-2.27 (4H, m), 1.96-1.72 (2H, m) 0 

mmm u ^ 

(5EZ) -6 - (4 - (^y x)z,-2-4*,* h^y) 7x^) - 5 
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TLC : Rf 0.36(?nn*;i/A : *?S-)\'=15: 1) ; 

NMR (CDd 3 ) : 5 8.19 (1H, d, J=8.6Hz), 8.11 (1H, d, J=8.6Hz), 7.82 (1H, d, 

J=8.0Hz), 7.79-7.62 (2H, m), 7.55 (1H, t, J=8.0Hz), 7.26 and 7.20 (2H, each d, 
J=8.8Hz), 6.98 and 6.95 (2H, each d, J=8.8Hz), 6.38 (0.33H, d, J=11.4Hz), 6.34 
5 (0.67H, d, J=16.0Hz), 6.03 (0.67H, dt, J=16.0, 6.8Hz), 5.54 (0.33H, dt, J=11.4, 
7.2Hz), 5.39 (2H, s), 2.47-2.17 (4H, m), 1.90-1.70 (2H, m) c 

4- (2- 7x;+y) ~T9 >W£ 

10 



TLC :Rf 0.25 I |ffl[if* = l I 1) ; 

NMR (CDCI3) : $ 8.20-8.27 (2H, m), 7.85 (1H, dd, J=8.0, 1.2Hz), 7.75 (1H, ddd, 

15 J=8.4, 7.0, 1.4Hz), 7.54-7.63 (2H, m), 6.83-7.04 (4H, m), 5.39 (2H, s), 4.16 (2H, t, 
J=5.5Hz), 2.59 (2H, dd, J=6.4, 4. 4Hz), 2.21-2.33 (2H, m)o 



5- (2- V >- 2 -'Ol'* 7x;+y) ^> 9 

20 
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TLC : Rf 0.20(^*V-> I |fc$^?-;U = l I 1) ; 

NMR(CDC1 3 ) : $ 8.21 (1H, d, J=8.6Hz), 8.12 (1H, d, J=8.6Hz), 7.68-7.84 (3H, 

5 m), 7.53 (1H, ddd, J=8.4, 6.0, 1.4Hz), 6.81-7.01 (4H, m), 5.42 (2H, s), 4.09 (2H, t, 
J=5.9Hz), 2.51 (2H, t, J=6.7Hz), 1. 86-1.98 (4H, m) 0 

mmma g 7) 

2- (3- (3- V >- 2->f )\>* h*v) 7*n^y) 

10 m 




TLC :Rf 0.53(^nn*;Pi, : ^t^y-;i/=3 : 1) ; 
15 NMR (CDCI3) : S 8.22 (1H, d, J=9.2Hz), 8.16 (1H, d, J=9.2Hz), 7.69-7.85 (3H, 

m), 7.56 (1H, ddd, J=7.0, 7.0, 1.0Hz), 7.19 (1H, dd, J=7.8, 7.8Hz), 6.78-6.96 (3H, 
m), 5.42 (2H, s), 4.09 (2H, s), 3.53 (2H, t, J=6.2Hz), 2.69 (2H, t, J=7.3Hz), 1.92 
(2H, m) 0 

20 wmz llsj 
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5 TLC :Rf 0.41 (^if > : |fc$i^;W = l : i) ; 

NMR(CDC1 3 ): (5 8.26 (1H, d, J=8.6Hz), 8.15 (1H, d, J=8.6Hz), 7.81-7.88 (2H, 

m), 7.74 (1H, ddd, J=8.4, 7.0, 1.8Hz), 7.51-7.59 (1H, m), 6.80-7.04 (4H, m), 5.49 
(2H, s), 4.07 (2H, t, J=6.0Hz), 2.38 ( 2H, t, J=6.9Hz), 1.38-1.94 (8H, m)o 

io mmma n 9) 

4- (2- (4-^>f^>v>t^y) 

15 TLC : Rf 0.39 > I &&3-3-)ls = l I 1) ; 

NMR (CDCI3) : 8 7.35 (2H, d, J=8. 1Hz), 7. 18 (2H, d, J=8. 1Hz), 6.87-6.97 (4H, 

m), 5.07 (2H, s), 4.08 (2H, t, J=6.0Hz), 2.60-2.64 (4H, m), 2.04-2.21 (2H, m), 1.53- 
1.68 (2H, m), 1.26-1.36 (4H, m), 0.88 (3H, t, J=6.7Hz) 0 

20 mmm (20) 

5- (2- (4 *ir**s) 7i^y) ^<>*>g£ 
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H 3 C 




TLC:Rf 0.45 C^MJ- > I RHftX7-A'-=l : 1) ; 
5 NMR(CDC1 3 ): $ 7.34 (2H, d, J=8.0Hz), 7.17 (2H, d, J=8.0Hz), 6.82-6.98 (4H, 
m), 5.08 (2H, s) f 4.05 (2H, t, J=5.8Hz), 2.59 (2H, t, J=7.6Hz), 2.46 (2H, t, J=7.0Hz), 
1.83-1.94 (4H, m), 1.53-1.69 (2H, m), 1.25-1.36 (4H, m), 0.88 (3H, t, J=6.7Hz) 0 

mmm (2 n 

10 7- (2- (4-^>f;i/^>V;Vt^v) 7iy^y) 



TLC:Rf 0.54(^^r-9-> : *Hfcx*-* = i ; l) ; 
15 NMR (CDCI3) : 8 7.35 (2H, d, J=8.2Hz), 7. 17 (2H, d, J=8.2Hz), 6.81-6.96 (4H, 

m), 5.09 (2H, s), 4.02 (2H, t, J=6.6Hz), 2.59 (2H, t, J=7.7Hz), 2.35 (2H, t, J=7.5Hz), 
1.25-1.90 (14H, m) f 0.88 (3H, t, J=6.7Hz) 0 

^3 (2 2) 
20 5- (3 - (^y'J>-2->f;Mb^y) 7x^Jl/) 
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TLC : Rf 0.61 (gfcgpi^;W : > =2 I 1) ; 

NMR (CDa 3 ) : S 8.20 (1H, d, J=8.5Hz), 8.12 (1H, d, J=8.5Hz), 7.83 (1H, dd, 

5 J=8.5. 1.5Hz), 7.74 (1H, ddd, J=8.5, 8.5, 1.5Hz), 7.70 (1H, d, J=8.5Hz), 7.55 (1H, 
ddd, J=8.5, 8.5, 1.0Hz), 7.18 (1H. t, J=7.5Hz), 6.90- 6.75 (3H, m), 5.40 (2H, s), 
2.65-2.50 (2H, m), 2.45-2.30 (2H, m), 1.75-1.55 (4H, m)o 

mMM2 (2 3J 

10 2- (3- (3- (^y; >- 2 -<<fr* h*v) 7*D^ft) 




15 TLC : Rf 0.49 (9f=$J^;l/) ; 

NMR ( d g-DMSO) : $ 8.39 (1H, d, J=8.4Hz), 7.95-8.02 (2H, m), 7.77 (1H, ddd, 

J=7.0, 7.0, 1.4Hz), 7.56-7.67 (2H, m), 7.18 (1H, dd, J=7.7, 7.7Hz), 6.76-6.92 (3H, 
m), 5.33 (2H, s), 3.18 (2H, s), 2.50-2.64 (4H, m), 1.75- 1.89 (2H, m) 0 

20 mmma (2 a) 

5- (7- >- 2 -4 *<* h*v) -3, 4-ykKnt7f^) ^ 
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TLC:Rf 0.24(^N^r-9"> : WML*-* & =2 I 1); 
5 NMR(d 6 -DMSO): $ 8.39 <1H, d, J=8.4Hz), 8.01 (1H, d, J=8.4Hz), 7.97 (1H, d, 
J=7.0Hz), 7.77 (1H, ddd, J=8.4, 7.0, 1.4Hz), 7.56-7.68 (2H, m), 7.04 (1H, d, 
J=8.0Hz), 6.79-6.90 (2H, m), 5.84 (1H, t, J=4.4Hz), 5.35 (2H, s), 2.55 (2H, t, 
J=7.8Hz), 2.32 (2H, t, J=7.2Hz), 2.08-2.15 (4H, m), 1.32-1.50 (4H, m)„ 

io mmm s ( ?. 5 ) 

5- (7- (*yy >-2->f h^fv) -i, 2, 3, 4-fh7tKD 




15 

TLC: Rf 0.27 : SfeB&J^;l/=2 I 1) ; 

NMR ( d 6 -DMSO) : S 8.38 (1H, d, J=8.4Hz), 8.01 (1H, d, J=8.4Hz), 7.97 (1H, d, 
J=7.0Hz), 7.77 (1H, ddd, J=8.4, 7.0, 1.4Hz), 7.64 (1H, d, J=8.4Hz), 7.55-7.63 (1H, 
m), 6.92 (1H, d, J=8.6Hz), 6.73-6.84 (2H, m), 5.31 (2H, s), 2.54-2.64 (3H, m), 2.14 
20 (2H, t, J=7.4Hz), 1.23-1.74 (10H, m) 0 
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6- (3- (3-7x-;l/^D^y) 7 




OH 



5 TLC:Rf 0.30 n o *)V A : * 9 J -^=30 : 1) ; 

NMR (CDCI3) : S 7.35-7.11 (6H, m), 6.79-6.66 <3H, m), 3.96 (2H, t, J=6.5Hz), 

2.81 (2H, t, J=7.5Hz), 2.58 (2H, t, J=7.5Hz),2.35 (2H, t, J=7.5Hz),2. 18-2.01 (2H, 
m), 1.76-1.53 (4H, m), 1.48-1.29 (2H, m)o 



io miasm (2 n 

7- (3- y >-2 -<< )v* h^r-» 




15 tlc : Rf o.44 : ;* * y : * n n*;uA = 1 : 10 : 100) ; 

NMR (CDCI3) : 8 8.20 (1H, d, J=8.5Hz), 8.13 (1H, d, J=8.5Hz), 7.82 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.18 (1H, m), 6.90- 
6.75 (3H, m), 5.40 (2H, s), 2.57 <2H, t, J=7.5Hz), 2.34 ( 2H, t, J=7.5Hz), 1.75-1.40 
(8H,m)o 

20 

mmm <?.*) 

(3EZ) -6- (3- (^/r/-2->f;Mh^y) 7x-jV) -3 
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5 TLC : Rf 0.37 (tK ! * * J - I ? n n A = 1 : 10 : 100) ; 

NMR (CDa 3 ) : 8 8.25-8.05 (2H, m), 7.95-7.50 (4H, m), 7.25-7.15 (1H, m), 6.95- 

6.75 <3H, m), 5.70-5.40 (2H, m), 5.39 & 5.37 (2H, s), 3. 10-3.00 (2H, m), 2.75-2.60 
(2H, m), 2.50-2.25 (2H, m) 0 



io mmm li^i 

2- (3- (3- V >- 2 -> i fr* */) 7i-;H -fu\£)VX)\,y 




TLC : Rf 0.17(^nn^;WA : S-)V=3: 1); 

NMR (CDCI3+CP3OD) : $ 8.27 (1H, d, J=8.3Hz), 8.09 (1H, d, J=8.3Hz), 7.70- 

7.89 (3H, m), 7.59 (1H, ddd, J=8.0, 7.2, 0.8Hz), 7.23 (1H, m), 6.81-6.89 (3H, m), 
5.37 (2H, s), 3.68 (2H, s), 2.76-2.91 (4H, m), 2.14 (2H, ra) 0 

2 - ( (2EZ) -3 - (3- (^yj>-2->fJM h*v) 7x^) - 
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— 



OH 



5 TLC:Rf 037 (tK : ;* 9 J — '. 5 nn*;i/A = l : 10 : 100) ; 

NMR (CDQ 3 ) : $ 8.22 (1H, d, J=8.5Hz), 8.13 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.75 (1H, m), 7.70 (lH.d, J=8.5Hz), 7.56 (1H, m), 7.19 (1H, dd, J=8.0, 
8.0Hz), 7.10 (1H, m), 7.00-6.85 (2H, m),6.47 (1H, d, J= 16.0Hz), 6.17 (1H, dt, 
J=16.0, 7.5Hz), 5.41 (2H, s), 3.42 (2H, d, J=7.5Hz), 2.24 (2H, s)» 



2-*T)l<-2 - (3- (3- V >-2 -4** h*v) 7 f 



TLX] : Rf 0.58 (fifcgg:r.^;i/) ; 

NMR (CDC1 3 ) : d 8.26 (1H, d, J=8.4Hz), 8.19 (1H, d, J=8.4Hz), 7.84 (1H, dd, 

J=8.0, 1.4Hz), 7.71-7.80 (2H, m), 7.53-7.61 (1H, m), 7.17 (1H, dd, J=7.9, 7.9Hz), 
20 7.03 (1H, m), 6.84 (1H, dd, J=8.1, 2.6Hz), 6.75 (1H, d, J= 7.9Hz), 5.53 (2H, s), 
2.62-2.72 (4H, m), 1.86 (2H, tt, J=6.6, 6.6Hz), 1.59 (6H, s)o 



10 



15 
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3 L3 2j 

2- (3- (^y'J>-2-'fWh^V) 7x-Jl) 




5 

TLC : Rf 0.52 (tK I *9 J—* \ 9 n D*;^ = 1 : 10 : 100) ; 

NMR (CDC1 3 ) : 8 8.20 (1H, d, J=8.5Hz), 8.13 (1H, d, J=8.5Hz), 7.81 (1H, d, 

J=8.0Hz), 7.73 (1H, m), 7.69 (1H, d, J=8.5Hz), 7.54 (1H, m), 7.24 (1H, dd, J=8.0, 
8.0Hz), 7.03 (1H, m), 7.00-6.90 (2H, m), 5.40 (2H, s), 3.64 (2H, s)o 

0 

L3-3J 

4- (3 - V >-2->f )l<* 




tlc : Rf o.63 ofc : ^ * : ^nn^M = i : 10 : 100) ; 

NMR (CDCI3) : 8 8.20 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.69 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.20 (1H, dd, J=8.0, 
8.0Hz), 6.95-6.75 (3H, m), 5.39 (2H, s), 2.65 (2H, t, J =7.5Hz), 2.35 (2H, t, 
20 J=7.5Hz), 1.95 (2H, m) 0 



mmm (34) 
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3- (3- (4 -^yj-JV? ^-fr* h*->) 7xzjb) yu;t>|| 




5 TLC:Rf 0.51 (Mbx.*-*") ; 

NMR (CDC1 3 ) : £ 7. 17-7.36 (5H, m), 6.79-6.84 (3H, m), 5.00 (2H, s), 2.94 (2H, 

t, J=7.7Hz), 2.57-2.71 (4H, m), 1.62 (2H, m), 1.28-1.35 (4H, m), 0.89 (3H, t, 
J=6.8Hz) 0 

10 mmms (3 sj 

5- (5- V y- 2 ->f -3. 4 -vfc Kot7f;p) ^ 




tlx: : Rf 0.40 (3k : *9 ? o o *jva=i : 10 : 100) ; 

NMR (CDa 3 ) : 8 8.21 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.84 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.72 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.12 (1H, dd, J=8.0, 
8.0Hz), 6.92 (1H, d, J=8.0Hz), 6.85 (1H, d, J=8.0Hz), 5 .89 (1H, t, J=7.5Hz), 5.41 
20 (2H, s), 2.91 (2H, t, J=8.0Hz), 2.46 (2H, t, J=8.0Hz), 2.39 (2H, t, J=7.5Hz), 2.26 
(2H, m), 1.95-1.50 (4H, m)o 
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mwmz (3 6) 

5- (5- V >-2-W h^y) -1, 2, 3, 4-f h7tKa 



5 




TLC : Rf 0.40 (tK: * 9 J—fr '. ^DD*;l/i=i I 10 : 100) ; 

NMR (CDC1 3 ) : $ 8.21 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.73 (1H, m), 7.72 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.07 (1H, dd, J=8.0, 
10 8.0Hz), 6.82 (1H, d, J=8.0Hz), 6.73 (1H, d, J=8.0Hz), 5 .38 (2H, s), 3.00-2.65 (3H, 
m), 2.39 (2H, t, J=7.5Hz), 2.00-1.30 (10H, m)o 

mttiMS (3 7) 

5- (4- (2- (i-7? U>- 2 — f Jt^) 3-h*is) 7x^Jl/) s<>?>& 

15 




TLC : Rf 0.56(^nn^;bA : > ^y-;W=20 I 1) ; 

NMR(CDC1 3 ): 8 7.90-7.70 (4H, m), 7.50-7.40 (3H, m), 7.05 (2H, d, J = 7.5 Hz), 

20 6.85 (2H, d, J = 7.5 Hz), 4.25 (2H, t, J = 7 Hz), 3.25 (2H, t,' J = 7 Hz), 2.55 (2H, t, J 
= 7 Hz), 2.35 (2H, t, J = 6.5 H z), 1.80-1.50 (4H, m) c 
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2- (6- (^■>"J>-2-'fWh*'» -1, 2, 3, 4-f h7tKo 



TLC : Rf 0.41 (t)C : ^ ^^-^ I ^DD*W = 1 I 10 : 100) ; 

NMR (CDCI3) : £ 8.20 (1H, d, J=8.5Hz), 8. 11 (1H, dd, J=8.0, 1.5Hz), 7.83 (1H, 

dd, J=8.0, 1.5Hz), 7.74 (1H, ddd, J=8.0, 8.0, 1.5Hz), 7.68 (1H, d, J=8.5Hz), 7.55 
10 (1H, ddd, J=8.0, 8.0, 1.5Hz), 7.11 (1H, d, J=8.5Hz), 6.82 (1H, dd, J=8.5, 8.5Hz), 
6.75 (1H, d, J=8.5Hz), 5.37 (2H, s), 3.31 (1H, m), 2.74 (1H, dd, J=5.0, 15.0Hz), 
2.73 (2H, m), 2.55 (1H, dd, J=9.0, 15.0Hz), 2.00-1.65 (4H, m)o 

^*fcgl3 (3 9) 

15 2- (3- (4 -sOT-fry ^-fr* h4r'» 7x-Jb) &m. 



TLC : Rf 0.52(^nn*;l/A : * f;-)l>=9 I 1) ; 
20 NMR (CDCI3) : $ 7.40-7.15 (5H, m), 6.95-6.85 (3H, m), 5.00 (2H, s), 3.65 (2H, 




5 



O 
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s), 2.60 (2H, t, J m 7.5 Hz), 1.60 (2H, m), 1.45-1.20 (4H, m), 0.90 (3H, t, J = 6.5 Hz) 0 

6- (3- V >-3 ->f 7x-;v) ^*V->WL 




TLC : Rf 0.36(^nn*jl/A : p< ^y-jU = i5 : i) ; 

NMR (CDa 3 ) : 5 9.02 (1H, d, J=2.0Hz), 8.25 (1H, br), 8.15 (1H, d, J=8.5Hz), 
7.84 (1H, d, J=8.5Hz), 7.73 (1H, dt, J=2.0, 8.5Hz), 7.57 (1H, t, J=8.5Hz), 7.20 (1H, 
t, J=8.0Hz), 6.90-6.77 (3H, m), 5.27 (2H, s), 2.61 (2H, t, J=7.5Hz), 2.36 (2H, t, 
J=7.5Hz), 1.78-1.56 (4H, m), 1.48-1.26 (2H, m)» 

mmm u i ) 

4 - (3- ( (2E) -3 - ( 4 -^^f;V7x^^) - 2 - -/D^— * 



H 3 C 




TLC : Rf 0.68 (fc&^fr) ; 

NMR (CDd 3 ) : 7.33 (2H, d, J=8.3Hz), 7.20 (1H, m), 7.13 (2H, d, J=8.3Hz), 
6.76-6.82 (3H, m), 6.71 (1H, dt, J=16.0, 1.2Hz), 6.36 (1H, dt, J=16.0, 5.6Hz), 4.67 
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(2H, dd, J=5.6, 1.2Hz), 2.66 (2H, t, J=7.3Hz), 2.59 (2H, t, J=7.8Hz), 2.38 (2H, t, 
J=7.3Hz), 1.97 (2H, tt, J=7.3, 7.3Hz), 1.61 (2H, m), 1.27-1.34 (4H, m), 0.89 (3H, t, 
J=6.7Hz)o 

5 m&m (42) 

4- (3- (W >-3 7i-JH 79>WL 




10 TLC:Rf 0.41 (gfclfcJ.^;!/) ; 

NMR (CDCI3+CP3OD) : 8 9.31 (1H, d, J=1.8Hz), 8.96 (1H, s). 8.66 (1H, d, 

J=8.0Hz), 8.06-8.19 (2H, m), 7.92 (1H, m), 7.27 (1H, m), 6.87-6.90 (3H, m), 5.43 
(2H, s), 2.67 (2H, t, J=7.4Hz), 2. 30 (2H, t, J=7.4Hz), 1.95 (2H, tt, J=7.4, 7.4Hz)„ 

15 mmmz (4 a) 

2- (3- (^/'JV-2-^f^h^y) 7 i.-A'*?-)^*) gfcg? 




20 TLC : Rf 0.45 O n *)VA : * 9 J -A>=10 : I) ; 

NMR (CDQ 3 +3 drops of CD5OD) : 8 8.21 (1H, d, J=8.4Hz), 8.06 (1H, d, 
J=8.4Hz), 7.67-7.85 (3H, m), 7.54 (1H, m), 7.22 (1H, dd, J=7.8, 7.8Hz), 6.88-7.04 
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(3H, m), 5.35 (2H, s), 3.79 (2H, s), 3.04 (2H, s)„ 

mfimz (4 4> 

(2E) -6- (3- V >-2-<iJU* h*v) 7x-;P) 2 




TLC:Rf 0.36 (yfc : ^ 9 J —fr : ^DDWA=1 : 10 I 100) ; 

NMR (CDa 3 ) : d 8.19 (d, J=8.0Hz, 1H), 8.12 (d. J=8.0Hz, 1H), 7.82 (d, 

J=8.0Hz, 1H), 7.73 (dd, J=8.0, 8.0Hz, 1H), 7.68 (d, J=8.0Hz, 1H), 7.53 (dd, J=8.0, 
8.0Hz, 1H), 7.19 (dd, J=7.0, 7.0Hz, 1H), 7.03 (dt, J=15.0, 7.0Hz, 1H), 6.90-6.75 
(m, 3H), 5.82 (d, J=15.0Hz, 1H), 5.40 (s, 2H), 2.61 (t, J=7.5Hz, 2H), 2.20 (dt, J=7.0, 
7.0Hz, 2H), 1.76 (m, 2H) e 

mmm. 

2- (3- ( (2E) -3- ( 4 -^>f)l/7x^jL/) -2-7*n/<-^t^ 



H 3 C 




O 




- o 



OH 



TLC:Rf 0.64(^nn*;i/A : * *y-;i/=4: l) ; 



140 



WO 99/11255 



PCT/JP98/03760 



NMR (CIXI3) : 8 7.33 (2H, d, J=8.0Hz), 7.25 (1H, dd, J=7.8, 7.8Hz), 7. 14 (2H, 

d, J=8.0Hz), 6.83-6.95 (3H, m), 6.71 (1H, d, J=15.8Hz), 6.36 (1H, dt, J=15.8, 
6.0Hz), 4.69 (2H, d, J=6.0Hz), 3.83 (2H, s), 3.11 (2H, s), 2.59 (2H, t, J=7.6Hz), 
1.61 (2H, m), 1.26-1.35 (4H, m), 0.89 (3H, t, J=6.6Hz) 0 

m rnws (46) 

2 - ( (2 Z) -3 - (3 - {*J*)y-2-4fr* h*v) 7x-;P) - 2 




TLC : Rf 0.40 Otfc : * 9 J — fr I ? n n = 1 : 10 : 100) ; 

NMR (CDCI3) : 8 8.35 (d, J - 8.5 Hz, 1H), 8. 12 (d. J - 8.0, 1.0 Hz, 1H), 7.91 (d, 

J = 8.5 Hz, 1H), 7.88 (dd, J = 8.0, 1.5 Hz, 1H), 7.76 (ddd, J = 8.0, 8.0 1.5 Hz, 1H), 
7.58 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.58 ( d, J = 1.5 Hz, 1H), 7.27 (dd, J =7.5, 7.5 
Hz, 1H), 6.98 (dd, J = 7.5, 1.5 Hz, 1H), 6.84 (d, J = 7.5 Hz, 1H), 6.63 (d, J = 1 1.0Hz, 
1H), 5.80 (dt, J = 11.0, 9.0Hz, 1H), 5.54 (s, 2H), 3.80 (d, J = 9 .OHz, 2H), 3.28 (s, 
2H)o 

&MiM3 (4 7) 

6- (3- (*>"J >- 2 ->f Jlfff-ilsl-*) 7jL-)U),^*y->m 
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TLC : Rf 0.46 (fr I * ? S - )l> : ? u a *)V& = i : 10 : 100) ; 
NMR (CDC1 3 ) : d 10.50 (br., 1H), 8. 10 (d, J = 8.0 Hz, 1H), 8. 10 (dd. J = 8.0, 1.0 
Hz, 1H), 7.76 (dd, J = 8.0, 1.5 Hz, 1H), 7.68 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.54 (d, 
J = 8.0 Hz, 1H), 7.49 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.22 (dd, J = 1.5, 1.5 Hz, 1H), 
7. 13 (d, J = 1.5, 1.5, 6.5 Hz, 1H), 7.09 (dd, J = 6.5, 6.5 Hz, 1H), 6.94 (ddd, J = 1.5, 
1.5, 6.5 Hz, 1H), 4.45 (s, 2H), 2.51 (t, J = 7.5 Hz, 2H), 2.31 ( t, J = 7.0 Hz, 2H), 
1.62 (m, 2H), 1.53 (m, 2H), 1.31 (m, 2H)» 

miilliM-i (AR) 

2- (3- (3- ( (2E) -3- (4-^>fjV7x-;p) - 2-7*0^- 



H 3 C 




TLC :Rf 0.42 (^on*;VA ; * ? ; -;U = io : l) ; 

NMR (CDCI3) : a 7.33 (d, J = 8.2 Hz, 2H), 7. 11-7.24 (m, 3H), 6.67-6.82 (m, 4H), 
6.36 (dt, J = 16.0, 6.0 Hz, 1H), 4.68 (d, J = 6.0 Hz, 2H), 3.25 (s, 2H), 2.55-2.74 (m, 
6H), 1.60 (m, 2H), 1.27-1.35 (m, 4H), 1.93 (tt, J = 7.6, 7.6 Hz, 2H), 0.89 (t, J = 6.6 
Hz, 3H) 0 
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2- (5- (*y»J >-2->f -1, 2, 3, 4-fh7tKD 



5 




OH 



TLC:Rf 0.40 (tK : *9 J—fr \ ^nn*;l/A = l : 10 : 100) ; 

NMR (DMSO-de) : 8 8.41 (d, J = 8.5 Hz, 1H), 8.03 (dd, J = 7.5, 1.0 Hz, 1H), 

7.99 (dd, J - 7.5, 1.5 Hz, 1H), 7.79 (ddd, J = 7.5, 7.5, 1.5 Hz, 1H), 7.69 (d, J = 8.5 
10 Hz, 1H), 7.61 (ddd, J = 7.5, 7.5, 1.0 Hz, 1H), 7.03 (dd, J = 7.5, 7.5 Hz, 1H), 6.81 
(d, J = 7.5 Hz, 1H), 6.68 (d, J = 7.5 Hz, 1H), 5.35 (s, 2H), 3.05-2.75 (m, 2H), 2.75- 
2.35 (m, 2H), 2.29 (d, J = 7.0 Hz, 2H), 2.20-1.85 (m, 2H), 1.42 (m, 1H)„ 

mmm (so) 

15 4- (5- >-2-W JM h^py) -1, 2, 3, 4-fF7tKn 




20 TLC:Rf 0.38 (7jc ! * 7 J -)V I 7 n □ frA/ A = 1 : 10 I 100) I 

NMR (DMSO-d^ : S 8.41 (d, J = 8.5 Hz, 1H), 8.02 (d, J = 8.0 Hz, 1H), 7.99 (dd, 
J « 8.0, 1.5 Hz, 1H), 7.79 (ddd, J « 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 1H), 
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7.61 (dd, J = 8.0, 8.0 Hz, 1H), 7.02 (dd, J = 8.0 , 8.0 Hz, 1H), 6.80 (d, J = 8.0 Hz, 
1H), 6.68 (d, J = 8.0 Hz, 1H), 5.34 (s, 2H), 3.05-2.70 (m, 2H), 2.62 (m, 1H), 2.34 (m, 
1H), 2.24 (t, J = 7.0 Hz, 2H), 1.94 (m, 1H), 1.75-1.55 (m, 3H), 1.45-1.20 (m, 3H)o 

ilia (jsjj 

2- (7- V >-2-4 )V* h^v) - 1 , 2, 3, 4-f h?EKn 




OH 



TLC:Rf o.53 : ^ * y : ^dp^a=i : io : 100) ; 

NMR (DMSO-dg) : £ 8.40 (d, J - 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 
7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.64 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.97 (d, J = 8.5 Hz, 1H), 6.79 (dd, J 
= 8.5, 2.5 Hz, 1H), 6.67 (d, J = 2.5 Hz, 1H), 5.31 (s, 2H), 2.79 (dd, J = 4.5, 16.5 Hz, 
1H), 2.75-2.60 (m, 2H), 2.39 (dd, J = 10.0, 16.0 Hz, 1H), 2.26 (d, J = 7.0 Hz, 2H), 
2.08 (m, 1H), 1.86 (m, 1H), 1.37 (m, 1H) 0 

mmm ls_2J 

3- (6- 2 ->f;l^ - i, 2 , 3, 4-f f7tKD 
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o 



tlc : Rf o.7d (tK : *9 J—fr; ?uu a =i : io : ioo) ; 

NMR (DMSOdg) : $ 8.39 (d, J = 8.5 Hz, 1H), 8.01 (dd, J = 8.0, 1.0 Hz, 1H), 

5 7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.64 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.96 (m, 1H), 6.85-6.70 (m, 2H), 5.30 
(s, 2H), 2.80-2.65 (m, 3H), 2.30 (t, J = 7.5 Hz, 2H), 2.26 (m, 1H), 1.84 (m, 1H), 
1.75-1.45 (m, 3H), 1.28 (m, 1H)» 

10 3tfifcga3 (5 3) 

4- (7- (^r>T/-2-'f^h+y) -1, 2, 3. 4-f b7tKo 




15 

TLC:Rf o.58 (t)c: ;* 9 J —fr I ^on*M=l : 10 : 100); 

NMR (DMSO-de) : 8 8.40 (d, J = 8.0 Hz, 1H), 8.02 (dd, J - 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.64 (d, J = 8.0 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.96 (m, 1H), 6.85-6.70 (m, 2H), 
20 5.30 (s, 2H), 2. 85-2.60 (m, 3H), 2.30 (dd, J = 16.0, 10.5 Hz, 1H), 2.30 (t, J = 7.5 Hz, 
2H), 1.86 (m, 1H), 1.75-1.50 (m, 3H), 1.40-1.20 (m, 3H) C 
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6- y-2 -4 )V* y *v) -i, 2, 3, 4-fh7kKDt7^ 




TLC : Rf 0.52 (7K I * 9 J —fc \ ^OD*M=l : 10 I 100) ,* 
NMR (DMSO-d^) : 8 8.41 (d, J = 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 
7.99 (dd, J = 8.0. 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.65 (d, J - 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.01 (d, J = 9.5 Hz, 1H), 6.85-6.75 
(m, 2H), 5.32 (s, 2H), 2.95-2.50 (m, 5H), 2.07 (m, 1H), 1.68 (m, 1H) 0 

2- (8- (^f;'J>-2-^WK'» -l, 2, 3, 4-ff7tfn 




TLC : Rf 0.59 (* : ^ 9 S -fr I 9 n n = 1 : 10 : 100) ; 
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NMR (DMSO-d$) : S 12. 13 (br., 1H), 8.38 (d, J = 8.5 Hz, 1H), 8.01 (dd, J = 8.0, 

1.0 Hz, 1H), 8.01 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 
7.77 (d, J = 8.5 Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.07 (dd, J = 8.0, 8.0 
Hz, 1H), 6.86 (d, J = 8.0 Hz, 1H), 6.70 (d, J = 8.0 Hz, 1H), 5.37 (s, 2H), 3.60 (m, 
1H), 2.82 (dd, J = 15.5, 2.5 Hz, 1H). 2.80-2.60 (m, 2H), 2.32 (dd, J = 15.5, 11.0 
Hz, 1H), 1.90-1.60 (m, 4H)» 

8- (*y V >-2->f fl'* -1, 2, 3, 4-f h7tKnt7^ 

V>-2 — < fr* )Vi£>f& 




n-C:Rf 0.63 (tK : *9J—fr : ?nD*M=i : io : loo) ; 

NMR (DMSO-de) : 8 8.42 (d, J = 8.5 Hz, 1H), 8.03 (dd, J = 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 
Hz, 1H), 7.62 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.03 (dd, J = 8.0, 8.0 Hz, 1H), 6.82 
(d, J = 8.0 Hz, 1H), 6.70 (d, J = 8.0 Hz, 1H), 5.36 (s, 2H), 3.08 (m, 1H), 2.90-2.55 
(m, 4H), 2.08 (m, 1H), 1.74 (m, 1H) 0 

mmmx ( g 7) 

3- (8- (4ryj>-2->f^ -1, 2, 3, 4— fh5tKo 

±"7 9Vy-2-4 fr) "/ny\->g£ 
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TLC:Rf 0.59 (tK : > 9 J \ *nn*;VA = l I 10 '. 100) ; 
NMR (DMSO-dg) : 8 8.42 (d, J = 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 
7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.01 (dd, J = 8.0, 8.0 Hz, 1H), 6.79 
(d, J - 8.0 Hz, 1H), 6.69 (d, J - 8.0 Hz, 1H), 5.36 (s, 2H), 3.00 (m, 1H), 2.85-2.60 
(m, 2H), 2.35 (t, J = 7.0 Hz, 2H), 2.22 (dd, J = 16.0, 10.0 Hz, 1H), 1.98 (m, 1H), 
1.80-1.50 (m, 3H), 1.30 (m, 1H) 0 

3- (5- (+/"J>-2-^;Mh^y) -1, 2, 3, 4-f b7tKD 




TLC:Rf 0.28 (tK I * 9 : *nn*;UA = l I 10 I 100) ; 

NMR (DMSOdfi) : 8 8.42 (d, J = 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 
7.99 (dd, J = 8.0, 1.5 Hz, 1H), 7.79 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.69 (d, J = 8.5 
Hz, 1H), 7.62 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.07 (dd, J = 8.0, 8.0 Hz, 1H), 6.83 
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(d, J = 8.0 Hz, 1H), 6.81 (d, J = 8.0 Hz, 1H), 5.33 (s, 2H), 2.90-2.50 (m, 3H), 2.29 (t, 
J = 7.5 Hz, 2H), 2.00-1.50 (m, 6H) 0 

*tfiW3 (5 9) 

5 3- (7- (^y , J>-2-'fW - 1, 2, 3, 4-fh7KKD 



10 TLC:Rf 0.28 (tK: *9J—fr '. ^nn*;WA = l : 10 : 100) ; 

NMR (DMSO-dg) : $ 8.39 (d, J = 8.5 Hz, 1H), 8.02 (dd, J = 8.0, 1.0 Hz, 1H), 

7.98 (dd, J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 
Hz, 1H), 7.61 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 6.95 (d, J = 8.5 Hz. 1H), 6.91 (d, J = 
2.5 Hz, 1H), 6.79 (d, J = 8.5, 2.5 Hz, 1H), 5.32 (s, 2H), 2.80-2.50 (m, 3H), 2.26 (t, J 
15 = 8.0 Hz, 2H), 2.00-1.50 (m, 6H) 0 




20 




TLC:Rf 030(^nn*;i/A : ^ ^y— ;i/=9 : 1) ; 
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NMR (DMSO-dg) : 8 8.90 (m, 1H), 8.40 (d, J = 6 Hz, 1H), 8.10-8.00 (m, 2H), 
7.70 (d, J = 6 Hz, 1H), 7.55 (dd, J = 7, 3.5 Hz, 1H), 7.25 (dd, J = 7.5, 7.5 Hz, 1H), 
7.05-6.85 (m, 3H), 5.35 (s, 2H), 3.80 (s, 2H), 3.10 (s, 2H) 0 

N- (2-y7;xf^) -6- (3- 7x 




%mm 3 -?M& L?zft&® (3.25 g ) , 3-T^7"n If^-- h V )V (0.84 
m 1 ) tSXTfl -fc Ko^y^>VhV7V-;i/ (189 mg) &mt*?-U> (90 
ml) JCSgflfU 2)t#T\ 1-^)^-3 - {Z-V*?-)VT\J7u\Zji,) 

*a>#*j4 5 k •ttsfcss (2.67 g) *m*.tz^ lommtmLtzo bu& 
■eawu TfMM3H^#«*w&6* (3.63 g) 

TLC:Rf 0.41 (^on*;i/i» : ^ * y -;U=20 : 1) ; 

NMR (CDa 3 ) : 8 8.19 (1H, d, J=8.6Hz), 8.08 (1H, d, J=8.4Hz), 7.83 (1H, d, 
J=8.4Hz), 7.79-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.55 (1H, dt, J=8.4, 1.4Hz), 
7.19 (1H, t, J=7.8Hz), 6.88-6.74 (3H. m), 6.04-5.84 (1H, br), 5.38 (2H, s), 3.54-3.42 
(2H, m), 2.66-2.50 (4H, m), 2.16 (2H, t, J=7.6Hz), 1.74-1.53 (4H, m), 1.41-1.20 (2H, 
m) 0 
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mm 2 

2- (3- (5- (1- (2-y7;if^) f- h y 5 rtO ^> 




1 1 Lfc<fr&» (1.00 g ) £*£lb;< (25ml) K## U 

*^T, 5&ltV> (537 mg) SriDx.. T^=f>#*#ffl^rF\ Ifi-?2^ 
10 mWLtZo BU&W.&m%LZ-ST:izftW^ h 'J ^ f^v 'J ^7v? K (0.64 m 1 ) 

(^on*w : > *y-^=20 : 1) "CffiUU TlB«M4iI*W"***Sf 
15 (1.05 g) zntzo 

TLC : Rf 0.37(^na*;kA : ^ ^y-;P=20: l); 

NMR (CDCI3) : $ 8.20 (1H, d, J=8.4Hz), 8.08 (1H, d, J=9.2Hz), 7.83 (1H, dd, 

J=8.0, 1.2Hz), 7.79-7.68 (1H, m), 7.68 (1H, d, J=8.4Hz), 7.54 (1H, m), 7.19 (1H, dd, 
J=8.8, 7.2Hz), 6.87 (1H, br), 6.79 (2H, m), 5.38 (2H, s), 4.48 (2H, t, J=6.8Hz), 3.06 
20 (2H, t, J=6.8Hz), 2.85 (2H, t, J=7.8Hz), 2.60 (2H, t, J=7.4Hz), 1.86 (2H, qui, 
J=7.4Hz), 1.76-1.54 (2H, m), 1.52-1.31 (2H, m) 0 

mm 

2- (3- (5- (lH-fh7 , /-;i'-5-'f^) 7x;^i/> 
25 *S')> 
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1 2 -cm&L£:ik&® (1.05 g) (25 ml) K}$#fu 

5 1 N7fC^b± h U ^ A^K^ (10ml) £iJ0x, ^iS"? 3 nmmWLtzo SJfc 
lI^&K 1 NttK (10 m 1 ) ito*.tz1k. * Ltz 0 

Tfa%^fit^Wi-**l&Wb^ (699 mg) 
TLC : Rf 0.21 OD7j>;i/A : > ^y-;P=20 : 1) ; 
10 NMR(CDC1 3 ) : $ 8.26 (1H, d, J=8.6Hz), 8.09 (1H. d, J=8.2Hz), 7.87 (1H, d, 

J=8.0Hz), 7.80-7.68 (1H, m), 7.68 (1H, d, J=8.6Hz), 7.58 (1H, t, J=8.0Hz), 7.15 (1H, 
t, J=8.0Hz), 6.80 (1H, dd, J=2.2, 8.0Hz), 6.71 (1H, d, J=8.0Hz), 6.64 (1H, br), 5.39 
(2H, s), 2.98 (2H, t, J=7.4Hz), 2.48 (2H, t, J=7.0Hz), 1.79 (2H, qui, J=7.4Hz), 1.53 
(2H, qui, J=7.0Hz), 1.38-1.17 (2H, m) B 

15 




20 

fcmiti-hWA (1.3 g) <^y>f;^jUA7^ K (35ml) J&SSi&tc, 
2 -fc Kn^'>^jg.#BJ.^-?->i/jc.^T-^(5.3 g) O^f^AT? K (30 
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m i ) m%L* ox:izxmz.tz&, ^is-c 10 »mtmtfz 0 Eu&m&mmz 4 - 

^>f;V-»t$4/?n'JK (8.3g, #§§Bg 60-142936 -^93*ffl#, ##05 2 ffi 
mk&h) Oy>fM^/A7 5 K (35 ml) i^ifctinx. 60^ 3 P#W&# 

5 &Mfr'?m>fcfti&Ls A-C^m. ilSSLfco 

';*W7A^n7h^7^- (^*-^> : S^fjv=9 : l) ~?m$lL, 

nm\l&® (8.4 g, #mBB 60-142936 #91*1*, UttM 1 Cttft^to) *»fco 

io HJfetfl 5 tcij v**c, 2 - v* K • * f-frx.* x ;voftfc> 0 frc „ 

3-fc Kn* ^Ao:*^*, 4 -H Kn + v^ifS?. 

Wt»©»^*ff4^ HJfcfl|5 (1) ~5 (3) ©*frfrW*«iiLfc 0 

15 fflv^T*«i«5 tRiaiO*f^*ff4:v^ £jfcff5 (4) *>f&fr*f*«£L*:„ 

3- (4-^>f;k»'t ;;^^y) $Jfc#Bt • 



TLC : Rf 0.61 (^^r-9-> : |^^^;w=9 : 1) ; 

NMR (CDC1 3 ) : a 7.70-7.60 (2H, m), 7.40-7.25 (3H, m), 7.20-7. 10 (3H, m), 6.73 
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(1H, d, J=16.0Hz), 6.36 (1H, dt, J=16.0, 6.0Hz), 4.73 (2H, d, J=6.0Hz), 3.92 (3H, s), 
2.59 (2H, t, J=7.5Hz), 1.70-1.50 (2H, m), 1.50-1.20 (4H, m), 0.89 (3H, t, J=7.5Hz) c 

4 _ (4-/<>f^v>t^;i / t^y) • *9-n'X.X'TA> 



H 3 C 




TLC : Rf 0.30(^N^r-9-> : gfe^^^;i^ = 9 : 1) ; 

NMR (CDa 3 ) : d 8.00 (2H, d, J=9.0Hz), 7.32 (2H, d, J=8.0Hz), 7.14 (2H, d, 

J=8.0Hz), 6.88 (2H, d, J=9.0Hz), 6.72 (1H, d, J=16.0Hz), 6.34 (1H, dt, J=16.0, 
6.0Hz), 4.74 (2H, d, J=6.0Hz), 3.88 (3H, s), 2.59 (2H, t, J=7.5Hz), 1.70-1.50 (2H, 
m), 1.45-1.20 (4H, m), 0.89 (3H, t, J=7.5Hz)o 

2- (4-^>fJWv>t5W) • ^f^fil' 




TLC:Rf 0.31 (^^r-^> : ^i^;W=9 : 1) ; 

NMR(CDC1 3 ) : $ 7.95 (1H, d, J=7.0Hz), 7.50-7.35 (2H, m), 7.26 (2H, d, 
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J=8.5Hz), 7.25-7.10 (1H, m), 7.11 (2H, d, J=8.5Hz), 6.62 (1H, d, J=l6.0Hz), 6.24 
(1H, dt, J=16.0, 7.0Hz), 3.92 (3H, s), 3.77 (2H, d, J=7.0Hz), 2.57 (2H, t, J=7.5Hz), 
1.70-1.50 (2H, m), 1.45-1.20 (4H, m), 0.88 (3H, t, J=7.5Hz) 0 

5 gflrtHS (4) 




io TLC:Rf o.32(^4f-9-> : B^^^-;i/=9 : i) ; 

NMR (Cpa 3 ) : 8 7.81 (1H, dd, J=1.5, 7.5Hz), 7.45 (1H, ddd, J-1.5, 7.5, 7.5Hz), 

7.31 (2H, d, J=8.0Hz), 7.13 (2H, d, J=8.0Hz). 7.05-6.90 (2H, m), 6.77 (1H, d, 
J=16.0Hz), 6.37 (1H, dt, J=16.0, 5.5Hz), 4.78 (2H, d, J=5.5Hz), 3.91 (3H, s), 2.34 
(3H, s) 0 

15 

2 - (4-^>fjk»t^t^v) 




ntfoW5X'Wk&Lt2it&® (8.38 g) w?y-;v-f mtKD77>l 

&fe%L (100 m U 1 : 1) iC 2 Nfcmtt V V (25 m l ) iUax.. 
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tat i ift«#Lfc. jmm&mmz 1 n£® (somi) *tn*., bm*.*?-* 
-cffiimL/:„ jama***, fi^^zk-cjeufafc^u jtejcflavns^jAT 

&m (7.39 g> 60-142936 MMM 4 Ififttt^) 

^sms (i) -mmms (4) -ciwsl ^*fe^6 tisntog 

ag*fc«fi LP 

3- (4-^>f;P-»t^Wy) 




TLC : Rf 0.56(^^r"^> : ^i^;l/ = i : l) ; 

NMR ( d 6 -DMSO) : d 7.60-7.45 (2H, m), 7.46 (1H, dd, J=8.0, 8.0Hz), 7.39 (2H, 

d, J=8.0Hz), 7.30-7.20 (1H, m), 7. 16 (2H, d, J=8.0Hz), 6.74 (1H, d, J=16.0Hz), 6.44 
(1H, dt, J=16.0, 5.5Hz), 4.77 (2H, d, J=5.5Hz), 2.56 (2H, t, J=7.5Hz), 1.65-1.45 (2H, 
m), 1.40-1.10 (4H, m), 0.86 (3H, t, J=7.5Hz) 0 

4- (4 -^y^-)Wy>-)-K 
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H 3 C 




O 



TLC:Rf o.52(^^-9-> : ftg?^f-;w=i : i) ; 

NMR ( d 6 -DMSO) : 8 7.89 (2H, d, J=9.0Hz), 7.39 (2H, d, J=8.0Hz), 7. 16 (2H, d, 

5 J=8.0Hz), 7.06 <2H, d, J=9.0Hz), 6.75 (1H, d, J=16.0Hz), 6.44 (1H, dt, J=16.0, 
6.0Hz), 4.78 (2H, d, J=6.0Hz), 2.55 (2H, t. J=7.5Hz), 1.65-1.45 (2H, m), 1.40-1.10 
(4H, m), 0.86 (3H, t, J=7.5Hz) G 

(3) 

10 2- (4 -^>^;w>>-*-3 fl/*-*) ^M&m 




TLC : Rf 0J5(^^r-9-> : W&L^*A' = \ '. 1) 
15 NMR ( d 6 -DMSO) : $ 13.00 (1H, br.), 7.87 (1H, d, J=8.0Hz), 7.55-7.45 (2H, m), 

7.31 (2H, d, J=8.0Hz), 7.25-7.10 (1H, m), 7.12 (2H, d, J=8.0Hz), 6.66 (1H, d, 
J=16.0Hz), 6.28 (1H, dt, J=16.0, 7.0Hz), 3.80 (2H, d, J=7.0Hz), 2.53 (2H, t, 
J=7.5Hz), 1.65-1.45 (2H, m), 1.40-1.10 (4H, m), 0.85 (3H, t,.J=7.5Hz) 0 

20 rnmmfi m 

2- (A-**-*******-**) 
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TLC:Rf 0.52 > \ &&JL^)\, = 1 ; l) ; 

NMR (dg-DMSO) : S 12.6 (1H, br.), 7.65 (1H, dd, J=1.5, 7.5Hz), 7.49 (1H, ddd, 

J=1.5, 7.5, 7.5Hz), 7.36 (2H, d, J=8.0Hz), 7. 18 (1H, dd, J=7.5, 1.5Hz), 7.16 (2H, d, 
J=8.0Hz), 7.00 (1H, ddd, J=1.0, 7.5, 7.5Hz), 6.80 ( 1H, d, J=16.0Hz), 6.42 (1H, dt, 
J=16.0, 5.5Hz), 4.78 (2H, d, J=5.5Hz), 2.29 (3H, s)» 

mmm 

2- (3- (4 — !>Wx-^) -/njK^v) £,g,#& 




6 TSgj§ Ltzfc&to (98 mg) t n 5>*A-aMfcT/M -*A 
(20 mg) (10ml) KiJDx., **3£B*CT. M"? 30 «-M« 

H*#+*-#»Wffrfr» (42 mg) £*f£ 0 

TLC : Rf 0.58 (>dc '. * $ J -A> : * a n = l : io : 100) ; 

NMR (dg-DMSO) : 8 8.20 (1H, dd, J-2.0, 8.0Hz), 7.53 (1H, ddd, J=2.0, 8.0, 

8.0Hz), 7.13 (1H, ddd, J=1.0, 8.0, 8.0Hz), 7.11 (4H, s), 6.99 (1H, dd, J=1.0, 8.0Hz), 
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4.24 (2H, t, J=6.5Hz),2.80 (2H, t, J=7.5Hz), 2.57 (2H, t, J=7.5Hz), 2.35-2.15 (2H, 
m), 1.70-1.50 (2H, m), 1.45-1.20 (4H, m), 0.89 (3H, t, J=7.5Hz) 0 




%m 6 -rmmLtiit&VB (5.0 g)o^;-^ (30ml) mmz, 1 n* 
10 mti- y W2*&®m (15 m 1 ) ma*.* mmttio nmm^^-T-^m^- 

ftj&Ls *&mi£4tm (3.32 g. ^MBB 60-142936 TOffl*. Hi&0!l4fB$£ 
ifc^) 

15 3 - (1- ( (5E) -6- (4-> h^r->7 jc-*) - 5 -^*-fc— 




O 



20 60%7K#<b-f h V> A (0.96 g) }:y>fWA74 K (50 ml) £&Dx. 

-2--OV) • jL^^jLAT-fr (5.04 g, 3-261752 -^W*ffl# 

mWLVyfmzfe^XWLmLJzo ) ^fWA7? K (45 ml) *#?££t& 
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TU &fi^30 53*ffl«#Lfc. KJtSii^»«tJC (5E) -6 - (4-^ 
7i-^) - 5 -'s^f-fe — ;wyn 5 K (6.46 g) 0^f**A/A7 5 K (50 

mi) »«t*jnit, ^ia-e 3 mmmwttz* Rjss#»**««ett»cip£, * 

(6.90 g) 

TLC : Rf 0.41 (^3^ > : S^^jc^-;1/=4 : 1) ; 

NMR (CDCI3) : 8 7.28 (2H, d, J=8.8Hz), 6.83 (2H, d, J=8.8Hz), 6.69-6.75 (3H, 

10 m), 6.35 (1H, d, J=17.0Hz), 6.08 (1H, m), 4.16 (2H, q, J=7.2Hz), 3.93 (2H, t, 
J=6.2Hz), 3.85 (2H, t, J=6.7Hz), 3.80 (3H, s), 2.85-2.95 (2H, m), 2.56-2.63 (2H, m), 
2.21-2.32 (2H, m), 1.58-1.90 (6H, m), 1.22 (3H, t, J=6.7Hz), 1.01 (3H, t, J=7.2Hz)„ 

a ( u 2^tm 9 L2J 

15 HM^9 JCjBV*T, 3- (1 -IS K°*'>- 4 -yo^i/^>-ev-2 - 
-f;i/) yn;0^ • if^f^J Tttt-tOSMWfcfc, (5E) -6- (4 

20 8i«9 

3 - (1- ( (5E) -6 - (4-^ h^y7x-;v) -5 * 




O 



25 
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TLC : Rf 0.45 I ftKi*-Jl/=3 I 1) ] 

NMR (CDa 3 ) : 5 7.28 (2H, d, J=7.4Hz), 7. 15 (2H, d, J=7.4Hz), 6.80-6.89 (4H, 

m), 6.36 (1H, d, J=16.2Hz), 6.09 (1H, dd, J=16.2, 7.0Hz), 4.11 (2H, q, J=7.2Hz), 
3.99 (2H, t, J=6.2Hz), 3.80 (3H, s), 2.94 (2H, t, J=9.4Hz), 2.60 (2H, t, J=8.0Hz), 
5 2.27 (2H, q, J=7.0Hz), 1.80-1.95 (2H, m), 1.62-1.73 (2H, m), 1.22 (3H, t, J=7.2Hz)o 

3- (1- ( (5EZ) -4-7*n 




O 



TLC : Rf 0.57(^^r-9-> :ft^^^=4: 1); 

NMR (CDC1 3 ) : 8 7. 19-7.38 (5H, m), 6.65-6.77 (3H, m), 6.38- 6.47 <1H, m), 6.23 

15 (0.5H, dt, J=15.9, 6.5Hz, E-isomer), 5.68 (0.5H, dt, J=11.5, 7.3Hz, Zrisomer), 4.11 
(2H, q, J=7.0Hz), 3.81-3.97 (4H, m), 2.85-2.95 (2H, m), 2.52-2.64 (2H, m), 2.24- 
2.46 (2H, m), 1.59-1.90 (6H, m), 1.18-1.26 (3H, m), 1.02 (3H, t, J=7.0Hz) o 

*m m 0 

20 3 - (1- ( (5 E) -6 - ( 4 -* h*v"7 i-Jl/) -5 -^^-b-;W*^r 
-4 -yD^y^>f>- 2 -^fr) zru/^>m. 
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o 



Htt«9-C»3ftLfc4fc£1& (5.49 g) *z-9J-fr (38 ml) ^Wf^ 
KD7 7> (62 m 1 ) fc»j*U 1 N*K^k^ h V) (37.4 m 1 ) 

(4.59 g, 3-261752 TO«I1S\ 2 1 !B*Mfrfrl») 

10 

^MMi o QJ ^MMU Q L2J 

^M^9 (1) ~9 (2) "r*atL^k^**^IM«l 0fcP3«OiW<C>8 

is gffifli in fn 

3 - (1- ( (5E) -6 - (4-* h^y7x-;U) - 5 -'^■fe-A'** 
v) ^>-lf>-2-^;U) :/ny\*>g£ 




o 

20 

TLC : Rf 0.56(^^r-9-> : ft®xf;P = i ; l) ; 

NMR (CDC1 3 ) : 5 7.28 (2H, d, J=7.4Hz), 7. 16 (2H, d, J=7.4Hz), 6.81-6.90 (4H, 
m), 6.36 (1H, d, J=16.0Hz), 6.08 (1H, dt, J=16.0, 6.8Hz), 3.99 (2H, t, J=6.0Hz), 
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3.80 (3H, s), 2.92-3.00 (2H, m), 2.64-2 .71 (2H, m), 2.27 (2H, dd, J=7.0, 7.0Hz), 
1.80-1.93 (2H, m), 1.58-1.72 (2H, m) 0 

mfflBJ 0 (2) 

5 3- (1- ( (5EZ) -6-7*- fr- 5 -^•fe-rt'** v) -4-7"o 




O 



10 TLC : Rf 0.53 (^^r^> I Jfcgfci-? 1 ;b = 1 I 1) ; 

NMR (CDC1 3 ) : d 7.18-7.37 (5H, m), 6.66-6.75 (3H, m), 6.37-6.47 (1H. m), 

Z:6.22 (0.5H, ddd, J=14.4, 7.2, 7.2Hz), E:5.68 (0.5H, ddd, J=15.8, 6.4, 6.4Hz), 3.94 
(2H, t, J=6.2Hz), 3.85 (2H, t, J=6.6Hz) , 2.89-2.96 (2H, m), 2.62-2.70 (2H, m), 
2.23-2.42 (2H, m), 1.58-1.91 (6H, m), 1.02 (3H, t, J=7.2Hz) Q 

15 

iMi 1 

3 - (1- (6 - (4-* h + y7x-^) ^*v;W**v) -4 -7°utf* 




20 O 
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TLC : Rf 0.62 (^\^r-9"> : ^^^-^ = 1 : 1) ; 

NMR (CDCI3) : 8 7. 10 (2H, d, J = 7 Hz), 6.80 (2H, d, J = 7 Hz), 6.85-6.70 (3H, 

m), 3.95-3.80 (4H, m), 3.80 (3H, s), 2.90 (2H, br), 2.85 (2H, br), 2.55 (2H, t, J = 7.5 
Hz), 1.85-1.20 (10H, m), 1.00 (3H , t, J = 7.5 Hz)o 

IMJ 2 

1- ( (5E) -6- {A-/- ^v7x-^) - 5 -^^r-b-;P^^v) - 

2- (2- (1 H-x h5'/-^-5-'f^) -x-f-zw) - 4 -?utf*iss<y 




^Jfe^ 1 0 Ltzite® 1 1 -##08 1 2 — 4 t TOO 

15 TLC : Rf 0.26 (^k^ x P > : ^ * J - ;W=20 I 1) ; 

NMR (CDCI3) : 5 7.25 (2H, d, J=8.8Hz), 6.81 (2H, d, J=8.8Hz), 6.65-6.74 (3H, 

m), 6.32 (1H, d, J=16.0Hz), 6.04 (1H, dt, J=16.0, 7.0Hz), 3.96 (2H, t, J=6.4Hz), 
3.79 (2H, t, J=6.4Hz), 3.78 (3H, s), 3. 33 (2H, t, J=6.8Hz), 3.09 (2H, t, J=6.8Hz), 
2.23 (2H, dt, J=7.0, 7.0Hz), 1.52-1.90 (6H, m), 0.98 (3H, t, J=7.3Hz) c 

20 

mmm l_2_jjj 

4 - ( (IE) -3 - (2- (x Y?V-)V- 5-4 fr) 7xy^y) - 1 - 
7*0^^^) - 1 -s^y+fr^yj; y 
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5 TLC:Rf 0.51 9 J —fr I 9 DD*J^ = 1 : 10) ; 

NMR (CDQ 3 ) : d 8.47 (1H, dd, J=2.0, 8.0Hz), 7.54 (1H, ddd, J=2.0, 8.0, 8.0Hz), 

7.36 (2H, d, J=8.0Hz), 7.25-7.10 (4H, m), 6.81 (1H, d, J=16.0Hz), 6.44 (1H, dt, 
J=16.0, 6.5Hz), 4.94 (2H, d, J=6.5Hz), 2.61 (2H, t, J=7.5Hz), 1.75-1.50 (2H, m), 
1.45-1.20 (4H, m), 0.89 (3H, t, J=6.5Hz)o 

0 

3- (1- ( (5E) -6 - (4-p< h^->7x-;i/) - 5 -^-fc-^* * 




15 O 

lllfcm O^KfcLfcft-frft (5.59 g) ©l,4-^+t> (100 ml) 
1 NA&Liti- h V *«Mc»»t (U.l m I ) tiTFU ^iS"? 5 frmUWLtz. 

20 TLC: Rf 0.55 > ! g^g?if-;W = l : 1) ; 

NMR (CDCla) : d 7.18 (2H, d, J=8.5Hz), 6.76 (2H, d, J=8.5Hz), 6.51-6.70 (3H, 
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m), 6.22 (1H, d, J=16.0Hz), 5.85-6.02 (1H, m), 3.74 (3H, s), 3.68-3.85 (4H, m), 
2.74-2.86 (2H, m), 2.35-2.47 (2H, m), 2.04-2.16 (2H, m), 1.59-1.80 (4H, m), 1.38- 
1.45 <2H, m), 0.90 (3H, t, J=7.4Hz)o 

5 mmm 4 

(5E) -5- (7- (*y; >-2->f )V* h+v) -1, 2, 3, 4 — 7~ 

O'X* 

10 

A-iJ^^^T^-^Y >J -7ji— m*-7Ayu? K (5.65 g) 
7tKn77> (25ml) KI»#U 7K<£T^ t -/h^VJ&'^A (2.86 g) 
frill*. tfii-C^fiL, ll^K30^m^L7to RiSiB^ttK 7 - 
U >-2— f^* -1 -**y-l, 2, 3, 4-fh5tKnt7 

15 (3.22 g) Ofh7tKD77> (10ml) ^*tPx.T, 3 B# 

W«#U SIT, -SfeiS^LTto ^tS^&ifc*S£i"e?£±P&, JMSSfiK 

®&m.*G'*Z>*&Wit&® (2.37 g) 
20 TLC : Rf 0.51 > I RERx?-/^! : 3) ; 

NMR (de-DMSO) : 5 8.41 (1H, d, J=8.6Hz), 7.97-8.05 (2H, m), 7.79 (1H, ddd, 
J=8.2, 6.8, 1.4Hz), 7.69 (1H, d, J=8.6Hz), 7.58-7.67 (1H, m), 7.28 (1H, d. J=2.5Hz), 
7.00 (1H, d, J=8.4Hz), 6.83 (1H, dd, J=8.4, 2.5Hz), 5.99 (1H, t, J=7.0Hz), 5.37 (2H, 
s), 2.62 (2H, t, J=6.2Hz), 2.38 (2H, t, J=5.8Hz), 2.11-2.28 (4H, m), 1.57-1.75 (4H, 
25 m) 0 
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7- (4ry 'J >-2->f ^ h*v) - 1 -t + V- 1. 2 , 3, 4 —r Y 

mm® i4M) 

(5E) -5- (5 - (^f/"J>-2-'f^M h^fv) -1, 2. 3, 4--r 
10 h^fc Ko- 1 -i-yf-Vf>) ^>9>m. 

ox. 



TLC : Rf 0.60 (tK I ^ 9 I ? u u * )V J* = i ; 10 : 100) ; 

15 NMR (CDa 3 ) : 8 8.20 (1H, d, J=8.5Hz), 8.11 (1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.21 (1H, d, J=8.0Hz), 
7.07 (1H, dd, J=8.0, 8.0Hz), 6.77 (1H, d, J=8.0Hz), 5 .99 (1H, t, J=7.5Hz), 5.39 (2H, 
s), 2.90 (2H, t, J=6.5Hz), 2.47 (2H, m), 2.42 (2H, t, J=7.5Hz), 2.29 (2H t m), 1.95- 
1.75 (4H, m)« 

20 

(5E) -5- (4- >-2 -4 h*v) 1 -4 7*>) ^ 
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TLC:Rf 0.56 (tK: *9 \ ?nn*;i>A = i I 10 : 100); 

NMR (d 6 -DMSO) : 8 8.41 (1H, d, J=8.5Hz), 8.03 (1H, d, J=8.5Hz), 7.99 (1H, d, 
5 J=8.5Hz). 7.79 (1H, dd, J=8.5, 8.5Hz). 7.67 (1H, d, J=8.5Hz). 7.61 (1H, dd, J=8.5, 
8.5Hz), 7.20-7.05 (2H, m), 6.83 (1H, m), 5.93 (1H, m), 5.40 (2H, s), 2.98 (2H, m), 
2.70 (2H, m), 2.27 (2H, t, J=7.5Hz), 2.17 (2H, m), 1.67 (2H, m) 0 

10 (4E) -4- (5- h*v) -1, 2, 3, 4 - x 

h7t KO- 1 -t7fVf>) -79>m 




15 TLC : Rf 0.65 (tK : * 9 J ? n u A = 1 : 10 I 100) ; 

NMR (CDC1 3 ) : 8 8.20 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz), 7.83 (1H, d, 
J=8.0Hz), 7.74 (1H, m), 7.69 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.20 (1H, d, J=8.0Hz), 
7.05 (1H, dd, J=8.0, 8.0Hz), 6.76 (1H, d, J=8.0Hz), 5 .99 (1H, m), 5.39 (2H, s), 
2.89 (2H, t, J=6.5Hz), 2.65-2.45 (6H, m), 1.88 (2H, m) 0 

20 

mmm a in 

(6E) -6- (5- (^yj >-2-4)\s* h^y) -1, 2, 3, 4-x 
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5 TLC :Rf 0.62 (tK : > * J I 9 ° n = 1 : 10 I 100) ; 

NMR(CEX3 3 ) : 8 8.20 (1H, d, J=8.5Hz), 8.10(1H, d, J=8.5Hz), 7.83 (1H, d, 

J=8.0Hz), 7.74 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.55 (1H, m), 7.21 (1H, d, J=8.0Hz), 
7.06 (1H, dd, J=8.0, 8.0Hz), 6.76 (1H, d, J=8.0Hz), 6 .00 (1H, t, J=7.0Hz), 5.39 (2H, 
s), 2.90 (2H, t, J=6.5Hz), 2.48 (2H, m), 2.40 (2H, t, J=7.5Hz), 2.24 (2H, dt, J=7.0, 
10 7.0Hz), 1.87 (2H, m), 1.73 (2H, m), 1.53 (2H, m) 0 

3g*fcg« 1 5 

(2 E) -2- (6- (*/'r/-2--f^f*5') -1, 2, 3, 4 — 7~ 




o 



Jfcmitl- V V "7 A (1.15 g. 62.5%) if h7tK077> (50 ml) izM 
ML, * (6.73 g) ©Th7kKD77> (10 ml) i§ 

20 iBt£-3Qt:-C2jD;i, 30 ^W«#L^. 6 - (^'J>-2--f 
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^b^rvO -1-**V-1. 2, 3, 4-fb7tKDt7^l/> (3.03 

g) ^^a-cun^., soicT i um$Ltz 0 Kmm&mm%fo*izijaz-. mm^- 

yV^^A^A^DYf^?^- (^*-9-> : gfcgtx-^i^o : i) -c^ssi 
5 U Tia%t£ffi£#1-**S&9Hfr» (530 mg) £#fc 0 
TLC : Rf 0.53 : > = 1 : 3) ; 

NMR (CDC1 3 ) : d 8.30 (d, J = 8.5 Hz, 1H), 8.09 (d, J = 8.0 Hz, 1H), 7.83 (d, J = 

8.5 Hz, 1H), 7.75 (m, 1H), 7.65 (d, J = 8.5 Hz, 1H), 7.62 (d, J = 8.5 Hz, 1H), 7.52 
(m, 1H), 6.88 (dd, J = 8.5, 2.5 Hz, 1H), 6.79 (d, J = 2.5 Hz, 1H), 6.23 (t, J = 2.0 Hz, 
10 1H), 5.40 (s, 2H), 4. 19 (q, J = 7.0 Hz, 2H), 3. 17 (dt, J = 2.0, 6.5 Hz, 2H), 2.75 (t, J = 
6.0 Hz, 2H), 1.82 (m, 2H), 1.30 (t, J = 7.0 Hz, 3H) 0 

15 (1) ~~&ifam 15(2) 

15 &tz 0 

mmw is lu 

(2E) -2- (7- (*7 V y-2 -4)\<* h*v) - 1, 2, 3, 4-x 
h7tKn-i-t7f'Jf>) • ^)Vj-^7-)^ 




TLC : Rf 0.46(^3f-9"> I WML*-* =3 I 1) ; 

NMR (CDa 3 ) : d 8.20 (1H, d, J=8.5Hz), 8.11 (1H, d, J=8.5Hz), 7.83 (1H, d, 
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J=8.5Hz), 7.74 (1H, m), 7.68 (1H, d, J=8.5Hz), 7.55 (1R m), 7.38 (1H, d, J=2.5Hz), 
7.06 (1H, d, J=8.5Hz), 6.97 (1H, dd, J=8.5, 2.5Hz), 6.30 (1H, t, J=1.5Hz), 5.40 (2H, 
s), 4.21 (2H, q, J=7.0Hz), 3.15 (2H, dt, J=1.5, 6.5Hz), 2.72 (2H, t, J=6.5Hz), 1.82 
(2H, m), 1.33 (3H, t, J=7.0Hz) o 

5 

mmm 5 m 

(2E) -2- (5- (+yj>-2-^f;M b*v) -1, 2, 3, 4--r 
h7tKn-l-t7f'Jf>) ftft • xf *xxf * 



10 




TLC : Rf 0.63 (Mtx?-* : ^4r^> = l I 2) ; 

NMR (CDCI3) : d 8.21 (d, J = 8.5 Hz, 1H), 8.08 (d, J = 8.0 Hz, 1H), 7.84 (d, J = 

8.0 Hz, 1H), 7.75 (m, 1H), 7.69 (d, J = 8.5 Hz, 1H), 7.56 (m, 1H), 7.29 (d, J = 8.0 
15 Hz, 1H), 7. 13 (dd, J - 8.0, 8.0 Hz, 1H), 6.93 (d, J = 8.0 Hz, 1H), 6.34 (s, 1H), 5.40 
(s, 2H), 4.21 (q, J = 7.0 Hz, 2H), 3.19 (m, 2H), 2.94 (t, J = 6.0 Hz, 2H), 1.92 (m, 
2H), 1.32 (t, J = 7.0 Hz, 3H)„ 

1 3 

20 (2 E) - 2 - (7 - y- 2 -1, 2, 3, 4-7- 
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^RslHfc Vf"9A7A'?- , ?A (19 mg) £-f h 7 t: Kn -7 9 > (l m 1 ) &c 
flPX., T^=f>^#H^T-78'C-r, gjfcttl 5(1) ■C«jtLrt:ft£* (37 
5 mg) ©fh7tKD77> (lml) £inx, OV~C 1 B#F«W£L£ 0 Kf&fl 

fc&SBU TE*tttt**i"*ai»k^* (32 rag) 
TLC : Rf 0.23 <^*^ > I ^JCf-;V = 1 : i) ; 

10 NMR (CDCI3) : a 8.17 (1H, d, J=8.5Hz), 8.09 (1H, d, J=8.5Hz), 7.80 (1H, d, 

J=8.5Hz), 7.73 (1H, m), 7.67 (1H, d, J=8.5Hz), 7.53 (1H, m), 7.29 (1H, d, J=2.5Hz), 
6.98 (1H, d, J=8.5Hz), 6.84 (1H, dd, J=8.5, 2.5Hz), 6. 14 (1H, t, J=6.5Hz), 5.37 (2H, 
s), 4.36 (2H, d, J=6.5Hz), 2.68 (2H, t, J=6.5Hz), 2.46 (2H, t, J=5.5Hz), 1.77 (2H, m) 0 

15 ##fl fl 4 

(2E) -2- (7-(^yV>-2-W , ^^h^v) -1, 2, 3, 4-f" 




20 

N-^dda?v>'( 5 K (15 mg) Z£it*1-]s> (lml) KiJDx., T 
;un*>#*#ffl^TOt;-t\ y^f;^;i/7-f K (9 M l) *io 
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1 (29 mg) ©«Mfc^f-l/> (lml) 20t;-eiJD;l, 

Sfb^-% (25 mg) £*§fc 0 
5 TLC : Rf 0.63 i^** > : ftttJ-f-^=2 I 1) 

NMR (CDC1 3 ) : 5 8.19 (1H, d, J=8.5Hz), 8.10 (1H, d, J=8.5Hz). 7.82 (1H, d, 

J=8.5Hz), 7.74 (1H, m), 7.69 (1H, d, J=8.5Hz), 7.54 (1H, m), 7.29 (1H, d, J=2.5Hz), 
7.01 (1H, d, J=8.0Hz), 6.88 (1H, dd, J=8.0. 2.5Hz), 6.16 (1H, t, J=6.5Hz), 5.39 (2H, 
s), 4.27 (2H, d, J=6.5Hz), 2.71 (2H, t, J=6.0Hz), 2.56 (2H, t, J=6.0Hz), 1.83 (2H, m) 0 

10 

mmn x e 

2- ( (2E) -2 - (7- (*y «i y-2-<i&* h*v) - 1, 2, 3 , 




##091 4 "CfSiSL. (25 mg) , ft^'Ja-^f* (9 /« IK 

Etg?*'J*A (15 mg) ££#3 -Mb*V (2mg) 07*h-fJ* 
(lml) JR»tt*mfit*H!ft*#Lfc. RJ&»^»«t***»=lini, ftlfcx*- 

:fti»^^=5: l) r»»U TE»telt*#;*"**3&Wb'ft« (14 
mg) *f/: 0 

TLC :Rf 0.53 (^^r-^> I Bfc$P^;V=2 : 1) ; 
25 NMR (CDCI3) : 5 8.20 (1H, d, J =8.6 Hz), 8.09 (1H, d, J = 8.6 Hz), 7.83 (1H, d, 
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J = 8.2 Hz), 7.73 (1H, ddd, J - 8.6, 6.9, 1.6 Hz), 7.70 (1H, d, J = 8.6 Hz), 7.54 (1H, 
m), 7.29 (1H, d, J - 2.5 Hz), 7.01 (1H, d, J = 8.4 Hz), 6.86 (1H, dd, J - 8.4, 2.5 Hz), 
6.00 (1H, t, J = 8.0 Hz), 5.39 (2H, s), 3.71 (3H, s), 3.47 (2H, d, J = 8.0 Hz), 3.18 
(2H, s), 2.72 (2H, t, J = 6.1 Hz), 2.51 (2H, t, J = 6. 1 Hz), 1.81 (2H, tt, J = 6. 1, 6.1 
5 Hz) 0 

2 - ( (2E) -2 - (5- (^y'J >- 2-4)1** - 1, 2, 3, 




mmm 15(2) -cm& Ltzit&m*m%w 1 3— 1 1 6 

15 tz 0 

TLC : Rf 0.17 (Ij=Bkxf-/l/ : ^*q-> = l 5) ; 

NMR (CDCI3) : <J 8.19 (d, J = 8.5 Hz, 1H), 8.08 (dd, J = 8.0, 1.0 Hz, 1H), 7.83 

(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.69 (d, J = 8.5 Hz, 
1H), 7.55 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.24 (d, J = 8.0 Hz, 1H), 7.09 (dd, J = 8.0, 
20 8.0 Hz, 1H), 6.81 (d, J = 8.0 Hz, 1H), 6.04 (t, J = 8.0 Hz, 1H), 5.39 (s, 2H), 3.72 (s, 
3H), 3.51 (d, J = 8.0 Hz, 2H), 3.21 (s, 2H), 2.92 (t, J = 6.5 Hz, 2H), 2.54 (t, J - 6.0 
Hz, 2H), 1.90 (m, 2H) C 

25 (3E) -3- (5- (*J')y-2-4)V* -1, 2, 3, 4 — 7~ 
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5 5- (*>> U y-2-4 fr* h4rv) -1-**V-1. 2. 3, 4 — r h 
7H KDf7^l/> (l.52g) is J:tf 3 -*JWyynt*;v h 'J7x-W^ 
*^^yn ^ K (l.76g) tfb7t Ko77> (15m 1 ) J3 «fc tfv ^ -T^P* 
WvK (15ml) KigMRU *JHfc:f- *7 A (0.4g, 60%) ZO^m*., 

10 tBL^tKtIc^Spx.. i—r/UTifeSMfe, ***&Bre»fr*nU zB^S (gfc&^- 
; ^^^>= 1 : l) tttlllLfc, V * A 

a«IL7t 0 SSIliyV *^*7A?dv h - 9 J-fr : 9 n 

n*;UA = i : 100) -CffiWILfZo V* J-frfrfr A T X K (5m 1 ) *Cj£ 

8?U 3? (0.31ml) , »V7A (276m g) &*JD;l, 2B#H8tg# 

is LTto £OS«^»ifc*3!Mcfc:iox-* tS^S : ^*^> = i : 1) 

: s»xf^=9: i) -efiis&u Tffi^ttffi£#1-&*S§§^fc^ (51 
mg) *ntz a 

20 TLC : Rf 0.29 (ft=B£^?-;W I ^"fr > = 1 I 3) ; 

NMR (CDC1 3 ) : £ 8. 19 (d, J = 8.5 Hz, 1H). 8.08 (d, J - 8.0 Hz, 1H), 7. 83 (dd, J - 

8.0, 1.5 Hz, 1H), 7.74 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 1H), 7.54 
(dd, J = 8.0, 8.0 Hz, 1H), 7.27 (d, J = 8.0 Hz, 1H), 7.09 (dd, J = 8.0, 8.0 Hz, 1H), 
6.80 (d, J = 8.0 Hz, 1H), 6. 18 (t, J = 7.0 Hz, 1H), 5.38 (s, 2H), 3.72 (s, 3H), 3.27 (d, 
25 J = 7.0 Hz, 2H), 2.93 (t, J = 6.5 Hz, 2H), 2.48 (t, J = 6.0 Hz, 2H), 1.89 (m, 2H)o 
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(3E) -4- (3- (4fy"J >-2-4 )V* Y**s) y^~)V) 79-3 - 



10 TLC:Rf 0.42 (tK: > 9 J —fc \ ?DD*jl/A=i I 10 1 100); 

NMR (CDC1 3 ) : 8 8. 19 (d, J = 8.5 Hz, 1H), 8.09 (dd. J = 8.0, 1.0 Hz, 1H), 7.83 

(dd, J = 8.0, 1.5 Hz, 1H), 7.74 (ddd, J - 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J - 8.5 Hz, 
1H), 7.55 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.22 (dd, J = 8.0, 8.0 Hz, 1H), 7.07 (dd, J 
- 2.0, 3.0 Hz, 1H), 6.99 (dd, J = 8.0, 2.0 Hz, 1H), 6.90 (dd, J = 8.0, 3.0 Hz, 1H), 
15 6.45 (d, J = 16.0 Hz, 1H), 6.28 (dt, J = 16.0, 6.0 Hz, 1H), 5.39 (s, 2H), 3.71 (s, 3H), 
3.24 (d, J = 6.0 Hz, 2H) e 

1 5 

2- (1-kKD^-i, 2, 3, 4— r h 7fc Knf7^ U>-7-4 )V 

20 t^v^f*) >j > 



5 
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7- V >-2-4)V* h*v) - 1 -**V-1. 2, 3, 4-f h 

7tKot7^U> (309 mg) ^ttrJ-fr (5ml) Kigg¥U ^S"CtK* 
-ft^f^hV^A (38mg) 5:iPx., 30^iE#L£o RJ©»-&»»»C** 

**»v^*v*A-T?ie*ffe, feisu TC»tt«**i-*««<k-&» (311 

mg) £#;fco 

TLC : Rf 036 : ^^-9-^ = 1 : 1) ; 

NMR (CDC1 3 ) : 5 8.18 (d, J = 8.5 Hz, 1H), 8.07 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

10 (dd, J = 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.67 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J - 8.0, 8.0, 1.0 Hz, 1H), 7. 14 (d, J = 3.0 Hz. 1H), 7.02 (d, J = 8.0 
Hz, 1H), 6.88 (d, J = 8.0, 3.0 Hz, 1H), 5.37 (s, 2H), 4.73 (t, J = 6.5 Hz, 1H), 2.90- 
2.50 (m, 2H), 2.10-1.60 (m, 4H)«> 

15 6 

2 - (1-^DD-l, 2, 3, 4-fh7t Knt7^1/>-7-'f^t* 




20 

##0!Jl S-?m&.Ltz<t&®J (300 mg) *j&ffc**-U> (5ml) fc»*U 

i&itnr-fr (0.22ml) zmfiL-emz.. wfrmmwLtio ' KJ&w&mmzm 
a&u Ts&®&m*%'t&mmit&® (355 mg ) *ntz 0 

HjC:Rf 0.65 (g^^^;n ^^r-9-> = i : 2) ; 

25 NMR (CDQ 3 ) : 8 8.99 (d, J = 8.0 Hz, 1H), 8.83 (dd, J = 8.0, 1.0 Hz, 1H), 8.15 (d, 
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J = 8.0Hz, 1H), 8.11 (dd, J = 8.0, 1.5 Hz, 1H), 8.08 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 
7.89 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.08 (d, J - 2.5 Hz, 1H), 7.05 (d, J = 8.0 Hz, 
1H), 6.97 (d, J = 8.0, 2.5 Hz, 1H), 5.95 (s, 2H), 5.27 (t, J = 3.5 Hz, 1H), 2.95-2.60 
(m, 2H), 2.35-2.00 (m, 3H), 1.84 (m, 1H) Q 

5 

2- (7- (+;'J>-2-^M h#v) -1, 2, 3, 4-f h5tKn 



10 




TLC : Rf 0.22 (#&^;l/ : ^^> = l 12) ] 
15 NMR (CDCI3) : 8 8.18 (d, J = 8.5 Hz, 1H), 8.07 (dd, J = 8.0, 1.0 Hz, 1H), 7.82 

(dd, J - 8.0, 1.5 Hz, 1H), 7.73 (ddd, J = 8.0, 8.0, 1.5 Hz, 1H), 7.68 (d, J = 8.5 Hz, 
1H), 7.54 (ddd, J = 8.0, 8.0, 1.0 Hz, 1H), 7.09(d, J = 3.0 Hz, 1H), 6.98 (d, J = 8.5 
Hz, 1H), 6.84 (d, J = 8.5, 3.0 Hz, 1H), 5.36 (s, 2H), 4.23 (t, J = 4.0 Hz, 1H), 3.73 (s, 
3H), 3.28 (d, J= 15.0 Hz, 1H), 3.16 (d, J = 15.0 Hz, 1H), 2.90-2.50 (m, 2H), 2.20- 
20 2.00 (m, 3H), 1.78 (m, 1H) C 

M-tkM 2 o^m mm2 o (7) 

mmm 1 5 -mmm 15 ( 2 ) , mmm 1 6 , mmm 1 7 , mnm 1 8 -m 
mm is (1) isxvnmwi nmm3 tmmvE&j 

25 (D&mzit-fz. tizx 0> WT^^Wk^^ffe, 
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(2E) -2- (6- (^yV>-2-'f^^ h*v) -1, 2, 3, 4-x 
h7HKD-l-t7f'Jf>) gfc& 



TLC : Rf 0.65 (tK : * * J — * : n n A = l : 10 : 100) ; 

NMR (DMSO-dg) : 5 8.42 (1H, d, J=8.5Hz), 8.03 (1H, d, J=8.0Hz), 8.00 (1H, d, 

10 J=8.0Hz), 7.79 (1H, m), 7.70 (1H, d, J=8.0Hz), 7.66 (1H, d, J=8.5Hz), 7.62 (1H, m), 
7.00-6.85 (2H, m), 6.20 (1H, s), 5.40 (2H, s), 3.06 (2H, t, J=6.0Hz), 2.74 (2H, t, 
J=6.0Hz), 1.72 (2H, m) 0 

3^2 0 (1) 

15 (2E) -2- (7- (+/"J>-2--fW h*v) -1, 2, 3, 4-r 

h7KKD-i-t7fjf^) mm. 



5 




O 



o 
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TLC : Rf 0.56 (tK : 9 J —A/ I 9 n n A = l : 10 : 100) ; 

NMR (DMSO-d6) : 5 8.41 (1H, d, J=8.5Hz), 8.03 (1H, d, J=8.0Hz), 7.99 (1H, d, 

J=8.0Hz), 7.78 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.61 (1H, m), 7.43 (1H, s), 7.12 (1H, 
d, J=8.0Hz), 7.02 (1H, d, J=8.0Hz), 6.35 (1H, s), 5. 42 (2H, s), 3.03 (2H, t, 
5 J=6.0Hz), 2.68 (2H, t, J=6.0Hz), 1.72 (2H, m)o 

mm 2 0(2) 

(2E) -2- (5-(4ryV>-2--Ol'P<h*->)-l, 2, 3, 4 -7- 
h7tKn-l-t7f<Jf>) mSt 




TLC:Rf 0.45 (tK: *9J—to \ ?DD*W = 1 : 10 1 100); 

NMR (DMSO-dg) : 8 8.42 (1H, d, J=8.5Hz), 8.02 (1H, d, J=7.5Hz), 7.99 (1H, d, 

15 J=7.5Hz), 7.79 (1H, dd, J=7.5, 7.5Hz), 7.70 (1H, d, J=8.5Hz), 7.61 (1H, dd, J=7.5, 
7.5Hz), 7.32 (1H, d, J=8.0Hz), 7.17 (1H, dd, J=8.0, 8. 0Hz), 7.07 (1H, d, J=8.0Hz), 
6.31 (1H, s), 5.39 (2H, s), 3.07 (2H, t, J=6.0Hz), 2.85 (2H, t, J=6.0Hz), 1.82 (2H, 
m) 0 

20 wmisi L21 

2- ( (2E) -2- (7- >-2->Ol^ h*v) -1, 2, 3, 
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TLC:Rf o.30(^oo>^;va : ^ ^ y — ;v=9 : l) ; 

NMR (CDCI3+CD3OD) : 8 8.30 (1H, d, J =9 Hz), 8.10 (1H, d, J = 9Hz), 7.90 (1H, 

5 d, J = 9 Hz), 7.80-7.70 (2H, m), 7.60 (lH.dd, J = 7.5, 7 Hz), 7.30 (1H, d, J = 2 Hz), 
7.00 (1H, d, J = 7 Hz), 6.85 (1H, dd, J = 7, 2 Hz), 6.05 (1H, t, J = 8.0 Hz), 5.40 (2H, 
s), 3.50 (2H, d, J = 8.0 Hz), 3.20 (2H, s), 2.75 (2H, t, J = 6 Hz), 2.55 (2H, t, J - 6 
Hz), 1.80 (2H, tt, J = 6, 6 Hz) Q 

10 0 (4) 

2 - ( (2E) -2 - (5 - (+>'V>-2-'f^> h*v) -1, 2, 3, 
4-ff7tKD-l-t7f'jr/) 




15 

TLC :Rf 0.41 : J ? J-)V : ^ n n*;t/ A =1 I 10 : 100) ; 

NMR (DMSOdg) : $ 8.42 (1H, d, J=8.5Hz), 8.02 (1H, dd, J=8.0, 1.5Hz), 8.00 

(1H, dd, J=8.0, 1.0Hz), 7.79 (1H, ddd, J=8.0, 8.0, 1.5Hz), 7.69 (1H, d, J=8.5Hz), 
7.62 (1H, ddd, J=8.0, 8.0, 1.0Hz), 7.23 (1H, d, J=8.0Hz), 7.09 (1H, dd, J=8.0, 
20 8.0Hz), 6.92 (1H, d, J=8.0Hz), 6.05 (1H, t, J=8.0Hz), 5.37 (2H, s), 3.46 (2H, d, 
J=8.0Hz), 3.21 (2H, s), 2.81 (2H, t, J=6.5Hz), 2.48 (2H, t, J=6.5Hz), 1.79 (2H, m) 0 
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(3E) -3- (5- V >-2--f h*v) -1, 2, 3, 4-x 




tlc : Rf 0.29 (tK : ^ ? j -)v : ? o d a =i : io : ioo) ; 

NMR (DMSO-dg) : 5 8.42 (1H, d, J=8.0Hz), 8.03 (1H, d, J=7.5Hz), 7.99 (1H, d, 

J=7.5Hz), 7.79 (1H, dd, J=7.5, 7.5Hz), 7.69 (1H, d, J=8.0Hz), 7.61 (1H, dd, J=7.5, 
10 7.5Hz), 7.21 (1H, d, J=8.0Hz), 7.10 (1H, dd, J=8.0, 8. 0Hz), 6.91 (1H. d, J=8.0Hz), 
6.14 (1H, t, J=7.0Hz), 5.36 (2H, s), 3.19 (2H, d, J=7.0Hz), 2.80 (2H, t, J=6.5Hz), 
2.42 (2H, t, J=6.0Hz), 1.78 (2H, m) Q 

2 0(e) 

15 (3E) -4- (3- (*;'J>-2-^W ~7jl-)V) 7*-3- 




20 TLC:Rf 0.38 (tK I * 9 J -fU l ? n n * JU A = l : 10 I'lOO) ; 

NMR (DMSO-c^) : 8 8.41 (d, J = 8.5 Hz, 1H), 8.03 (d. J = 8.5 Hz, 1H), 7.99 (d, J 

= 8.5 Hz, 1H), 7.79 (dd, J - 8.5, 8.5 Hz, 1H), 7.69 (d, J = 8.5 Hz, 1H), 7.62 (dd, J = 
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8.5, 8.5 Hz, 1H), 7.25 (dd, J = 8.0, 8.0 Hz, 1 H), 7. 15 (d, J = 1.5 Hz, 1H), 7.01 (d, J 
= 8.0 Hz, 1H), 6.94 (dd, J = 8.0, 1.5 Hz, 1H), 6.47 (d, J = 16.0Hz, 1H), 6.33 (dt, J = 
16.0, 6.5 Hz, 1H), 5.39 (s, 2H), 3.19 (d, J = 6.5Hz, 2H)o 

mumzQ (7) 

2- (7- V>-2->f JU* -1, 2, 3, 4-f b7tKD 




TLC.Rf 0.22 *9 \ ?W*)VA = 1 I 10 1 100) I 

NMR (DMSO-dfi) : d 8.40 (d, J = 8.5 Hz, 1H), 8.03 (d, J = 8.0 Hz, 1H), 7.99 (dd, 

J = 8.0, 1.5 Hz, 1H), 7.78 (ddd, J - 8.0, 8.0, 1.5 Hz, 1H), 7.66 (d, J = 8.5 Hz, 1H), 
7.61 (dd, J = 8.0, 8.0 Hz, 1H), 7.05 (d, J = 2.5 Hz, 1H), 6.99 (d, J = 8.0 Hz, 1H), 
6.87 (dd, J = 8.0, 2.5 Hz, 1H), 5.31 (s, 2H), 4.23 (m, 1H), 3.36 (d, J - 15.0 Hz, 1H), 
3.24 (d, J = 15.0 Hz, 1H), 2.80-2.50 (m, 2H), 2.10-1.80 (m, 3H), 1.68 (ra, 1H) 0 

%tfaffl2 1 

4 - (2 - (4-*l»*v-2 - h'j7J^n^f^yj>-6-^)M h 
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nMWl (4 4) -CM&Ltzik&m (685m g) ***J-)\< (20ml) K» 
8?U th'JfA^h^yK (270m g) SrflDx.. 2^f^SD^^L/Co BU&M 

kKD77>=2:i, 15ml) £»JSU 2 NTfcStffc-J- h V * (2.5 

io (^na*;i/i, : **y-;i/=3o: i) -e«^U TfBWteft*#i-a#3&9Hfc 

(319m g) £#£o 
TLC : Rf 0.49(^0 U*)VA I * */-;V = 15 I 1) ; 

NMR (CDCI3) : S 8.31 (1H, br), 8.17 (1H, d, J=8.8Hz), 7.83 (1H, dd, J=8.8, 
2.2Hz), 7.23-7.12 (2H, m), 7.06 (1H, s), 6.98-6.88 (2H, m), 5.27 (2H t s), 4.12 (3H, 
15 s), 2.79 (2H, t, J=7.5Hz), 2.40 (2H, t, J=7.5Hz). 1.99 (2H. quint, J=7.5Hz) e 

4 _ ( 4 _ (4-? h#y- 2 - h , j7A'tn>W; 'J > - 6 — f b 

20 
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5 TLC : Rf 0.50 o n*;l/ A I * ? ^ -;U = 10 I 1) ; 

NMR (CDa 3 ) : £ 8.30 (1H, d, J=2.0Hz), 8.16 (1H, d, J=8.8Hz), 7.85 (1H, dd, 

J=8.8, 2.0Hz), 7.11 (2H, d, J=8.6Hz), 7.07 (1H, s), 6.94 (2H, d, J=8.6Hz), 5.24 (2H, 
s), 4.13 (3H, s), 2.62 (2H. t, J=7.5 Hz), 2.37 (2H, t, J=7.5Hz), 1.93 (2H, tt, J=7.5, 
7.5Hz) 0 

10 

mm 2 z 

4- (4- (4 ->ruu- 2 - h V 7)ls*v* -f-)V^J >j >- 6 h * 
v) 7i-JP) "T*y&. 



F 



15 




%$m\ (4 0) -cmMLtzit^ (0.38 g) £ v * f-jfWX >W "7 * 4f '> K (12 
m 1 ) fc»JBU U (12 m 1 ) £ XX/ilAt-? ~ t£ (800^ 1 , 

v^-7*t$0 4rUPx.r, mS-C2BW«#L^o RJc^^^^M^-Cp H3 
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~tz*%Wik&yo (o.2i g) 

TLC : Rf 0.43 (ftflfcx.?-*) 
5 NMR (CDC1 3 ) : 5 8.35 (1H, d, J=2.0Hz), 8.27 (1H, d, J=8.8Hz), 7.95 (1H, dd, 

J=8.8, 2.0Hz), 7.84 (1H, s), 7. 13 (2H, d, J=8.5Hz), 6.95 (2H, d, J=8.5Hz), 5.30 (2H, 
s), 2.63 (2H, t, J=7.5Hz), 2.37 (2H, t. J=7.5Hz), 1.94 (2H, tt, J=7.5, 7.5Hz)o 

10 4- (2- (4-^ao-2-HJ7^to^fWJ^-6-'fWh^ 



is fttbMi (4 4) -emikLtittHtmzmmm 2 2 

rtci^ TlB«m« 

TLC :Rf 0.73 (ftflk*-* - *') I 

NMR (CDCI3) : 5 8.37 (d, J = 2.0 Hz, 1H), 8.27 (d, J = 8.8 Hz, 1H), 7.94 (dd. J = 
8.8, 2.0 Hz, 1H), 7.84 (s, 1H), 7. 16-7.24 (m, 2H), 6.91-6.98 (m, 2H), 5.33 (s, 2H), 
20 2.81 (t, J = 7.6 Hz, 2H), 2.39 (t, J = 7.6 Hz, 2H), 2.01 (tt, J = 7.6, 7.6 Hz, 2H) 0 

3g*fcfl«2 3 

2 _ (6- (*/'J >-2-4 "3, 4-ytKnt7f;v) fife 
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m&Mi 5-emmLt:ib-£® (373m g ) (5mi) »c»#u 

i u&mti- h v*7&&mm (2.0m 1 ) ^mis-cunx., -Bfcit#L£o 

-g^ifcK 1 Hymiti- h VVAfrmWL (3.0m 1 ) SrflQx., 8B#TO^L7t 0 SJfc 
:&m3-Tfr=20:i) -c*SSSL. TIE^t£<I£#1-£#SI9Ht^ (13 

mg) 

TLC : Rf 0.60 (tK I *9 u =1 : 10 : 100) ; 

NMR (DMSO-dg+CE^OD) : £ 8.41 (1H, d, J=8.5Hz), 8.03 (1H, d, J=8.5Hz), 7.99 

(1H, d, J=8.5Hz), 7.79 (1H, m), 7.66 (1H, d, J=8.5Hz), 7.61 (1H, m), 7.09 (1H, d, 
J=8.5Hz), 6.95-6.80 (2H, m), 5.83 (1H, t, J=4.5Hz), 5.36 (2H, s ), 3.34 (2H t s), 2.69 
(2H, t, J=8.0Hz), 2.21 (2H, m) 0 

&1&m2 4 

2- (3- (3- (^y'J>-2-^JV^h^y) "7jc-;w) yot:;!/*^* 
-AO &WL 



187 



WO 99/11255 



PCT/JP98/03760 




N 



OH 



mfaW3 (2 3) -em&Ltzit&® (50mg) (rh7tKD7 
7>:tK=2:1, 3ml) ML, **V> (I67mg) ^SOx.. ^^51*181 

%(40mg) £t#£o 

TLC:Rf 0.10(^na*;VA : * ^y-;l/=4 : l) ; 

NMR (DMSO-d 6 ) : 5 8.40 (1H, d, J = 8 Hz), 8.05-7.95 (2H, m), 7.80 <1H, t, J = 
10 7.5 Hz), 7.70-7.60 (2H, m), 7.20 (1H, t, J = 7.5 Hz), 7.00-6.80 (3H, m), 5.35 (2H, 
s), 4.25 (2H, s), 3.30 (2H, t, J = 9 Hz), 2.70 (2H, t, J = 9 Hz), 2.00 (2H, m)o 

mmm 2 5 25 ( 1 ) 
mmms (23) sxtfrnrnmn (1) -?m&Ltzit&®*0%Mi 1- 

2 5 

2 _ (3- (3- (lH-fh7 N /-^-5-^MW*) 7utf;W) 7 
20 x *y U > 




N 



N 



188 



WO 99/1 1255 



PCT/JP98/03760 



tlc : Rf 0.12 (>jc : * * j -)V : 9 D a #^ a =i : io : ioo) ; 

NMR (CDa 3 ) : d 8.31 (1H, d, J=8.5Hz), 8.19 (1H, d, J=8.5Hz), 7.89 (1H, d, 

J=8.0Hz), 7.77 (1H, m), 7.70 (1H, d, J=8.5Hz), 7.60 (1H, m), 7.16 (1H, dd, J=8.0, 
5 8.0Hz), 6.90-6.65 (3H, m), 5.45 (2H, s), 4.03 (2H, s), 2.59 (2H, t, J=7.0Hz), 2.48 
(2H, t, J=7.0Hz), 1.82 (2H, m)o 

5- ( (4 E) -4- (5- V >-2--f fr* - 1, 2, 3 , 

10 4-fl>7tFn-l-t7f'Jf>) 7-7-fl') - 1 H-x h?'/-* 




TLC : Rf 0.29 (tK : * * > — A' : 9 a a * ;u A =1 : 10 I 100) ; 
15 NMR (CDC1 3 ) : d 8.23 (1H. d, J=8.5Hz), 8.06 (1H, dd, J=8.5, 1.0Hz), 7.84 (1H, 

dd, J=8.5, 1.5Hz), 7.73 (1H, ddd, J=8.5, 8.5, 1.5Hz), 7.67 (1H, d, J=8.5Hz), 7.56 
(1H, ddd, J=8.5, 8.5, 1.0Hz), 7.09 (1H, d, J=7.5Hz), 6.99 (1H, dd. J=7.5, 7.5Hz), 
6.70 (1H, d, J=7.5Hz), 5.84 (1H, t, J=7.0Hz), 5.36 (2H, s), 2.94 (2H, t, J=7.5Hz), 
2.72 (2H, t, J=6.0Hz), 2.32 (2H, t, J=5.0Hz), 2.24 (2H, dt, J=7.0, 7.0Hz), 1.93 (2H , 
20 m), 1.72 (2H, m) 0 

^mm 2 6 : IHffi^Efc 

mft&]&<D^mzm^x. viTommw 26-1 -mmm 26-236 <oit 

189 



WO 99/11255 



PCT/JP98/03760 



cr°» Af>™ _ o jcr°^" OTHP 

w STEP-I 
Wang 

G-E 1 -OH > 

9 f%-QH STEP-HH 
fl&THP r f^O^VQ^ x 

STEP-II 0^O^ G ~ E ~ X 



STEP-m-2 



STEP-IV HO-HC*^ 
m=0~6 



5 (:£*. -T-<T«ie-i-(±«tfffitl^C^l**^fe-to ) 



Ig-I (STEP-I) : l/y^ ^©7i>'-*lli#o*A 

10 f;V*Jl/A7^ KKJMU St^TTHP ("f h7li Katf^-A') 

?^7z;-^tS# , 1 -a^;U-3 - (3 -SM^JWTS y 7* 

nt^) K (E D C s S^M) , S J**A>T%J\£V*JZ' (DM 

ap> lit) „ ^v/nif^wr/ (6^4) fc-im*. ^a-ci5P#ra 

15 

n (step— ii) : T H P m<DM&m&J& 



190 



WO 99/1 1255 PCT/JP98/03760 

THP&<DBM&m&. S T EP — I "Cf§ h titz (i^4) *x-*J-)\s 

»cR»U p- h;wc>;*.;w*>& (0.2=54) ZMZ.. eowmmMt v -fz> 

5 X^-ra-i (STEP-m-i) : ^ 7EUBZm^tz^-TM\:ELlB 

STEP-JTCftbtttiUVy (1=54) , G-El-OH (5i54) , fV7 
i-;i/*^7-f> (5154) *&it*?-l'>tzm&L, yxf^77y 

*m->v-h (5^4) ?r^4-rojDx.^m, mis-eis^st? 

10 

Ig-ffl- 2 (STEP -III- 2 ) : Wifflamson&&£ffiWc^-xMI:KJ& 

STEP-nm^l'V 7 ^ (Hi) . G-Ei-X (5^54) . »y 
?A (10^4) SXtfaViti- h U * A (515*) Srv^f^Jl'^T^ Ktcft 

15 

x^i-iv (step -iv) ivwmLgift 
STEP-ra-it/cJiSTEP-ni-a-etf^^^^y^ (1^4) £0.2 

±E73fe*fflv^T, JSTFOHifefll 2 6-1 ~H*fcfll2 6 -2 3 6<Dlt&yj* 
25 -£-j£L£„ itf^^-^fc^Ttf)^ 2 2~^3-0tC^<i- o 

g— e 1 -xi^«G-E i-on-cmfrztizit&m&itimik&m-c 



191 



WO 99/11255 



PCT/JP98/03760 



^1 9-12 1 t:^L)t^mn Meli>f;bi^ 
U t-Bul±t-WIt^U n-P e ntin-'-O^l/g'Sr^fcU 
n-B uttn-T^JVgfc^b-fo ) . 



10 a 2 8 *K HJfefll 2 6 - 2 7 0 "C«jt $ *L3t<k^liJSLTOfl|j&^: 



15 i2 8t, HSfcfll 2 6 - 2 7 1 -CWk&Z 1Xtzit&m\±\>XT 






192 



WO 99/11255 PCT/JP98/03760 



mi 9 

g-e 1 - om&x. 











1 

2 
3 

A 




8 
9 
10 

11 


of 

CO 


5 
6 

7 




12 
13 

14 


or 



193 



WO 99/11255 



PCT/JP98/03760 



m.2 0 

G-E 1 - <om&& 









15 


5 Me 


22 


^^S^ ^^^w 




16 


ax 


23 


CCX- 

N ^^^^ 


17 




24 


CO 


18 




25 




19 


CO 


26 










20 


06 


27 




21 


c6 


28 





194 



WO 99/11255 PCT/JP98/03760 
^2 1 

g-e 1 - <Dm&$: 











j 29 


OMe 


36 


o' Ni Y Me 

Me 


30 




37 


n-Pen"^^ 


31 


OCA f 


38 


O 

n-Btu Q 


32 




39 




33 


(X> 


40 










34 


<:xx 


41 










35 


Me 







195 



WO 99/11255 PCT/JP98/03760 



U2 2 











OH 






Q c — 






ll 

o 






r G-E 1 - 


TLCII 


%mmm 


y g-e 1 - 


TLC -fit 


26-1 


1 


0.59 


26-22 


22 


0.44 


26-2 


2 


0.59 


26-23 


23 


0.52 


26-3 


3 


0.59 


26-24 


24 


0.50 


26-4 


4 


0.56 


26-25 


25 


0.54 


26-5 


5 


0.56 


26-26 


26 


0.46 


26-6 


6 


0.47 


26-27 


27 


0.60 


26-7 


7 


0.39 


26-28 


28 


0.61 


26-8 


8 


0.34 


26-29 


29 


0.60 


26-9 


9 


0.27 


26-30 


30 


0.62 


26-10 


10 


. 0.52 


26-31 


31 


0.71 


26-11 


11 


0.52 


26-32 


32 


0.42 


26-12 


12 


0.54 


26-33 


33 


0.48 


26-13 


13 


0.48 


26-34 


34 


0.55 


26-14 


14 


0.35 


26-35 


35 


0.55 


26-15 


15 


0.45 


26-36 


36 


0.48 


26-16 


16 


0.50 


26-37 


37 


0.52 


26-17 


17 


0.63 


26-38 


38 


0.47 


26-18 


18 


0.51 


26-39 


39 


0.41 


26-19 


19 


0.43 


26-40 


40 


0.19 


26-20 


20 


0.63 


26-41 


41 


0.57 


26-21 


21 


0.52 









196 



WO 99/11255 PCT/JP98/03760 



^2 3 






G-E- 


1 Lo III 




G-E - 


1 LO 1iE 


26-42 


1 


0.52 


26-63 


oo 

23 


0.47 


26-43 


o 

2 


0.54 


oc c>i 


O A 

24 


0.47 


26-44 


O 

3 


f\ C A 

0.54 


oc_cc 
^b-bo 


oc 
25 


r\ Ad 
0.49 


26-45 


4 


O CO 

0.52 


oc cc 
26- DO 


26 


0.40 


26-46 


5 


r\ c o 

0.52 


OC C"T 

26-67 


28 


0.54 


26-47 


6 


o oo 

0.39 


OC CO 

26-68 


29 


0.55 


26-48 


7 


0.36 


26-69 


oo 

30 


o ^o 

0.60 


26-49 


8 


0.32 


26-70 


31 


0.66 


26-50 


9 


/■> ao 

0.22 


26-71 


oa 
32 


0.37 






0.4H 


Oft "70 


"JO 


f\ Ad 

O.4o 


26-52 


11 


0.48 


26-73 


34 


0.53 


26-53 


12 


0.48 


26-74 


35 


0.52 


26-54 


13 


0.40 


26-75 


36 


0.40 


26-55 


14 


0.24 


26-76 


38 


0.45 


26-56 


15 


0.40 


26-77 


39 


0.38 


26-57 


16 


0.46 


26-78 


40 


0.17 


26-58 


17 


0.53 


26-79 


41 


0.54 


26-59 


19 


0.40 








26-60 


20 


0.54 








26-61 


21 


0.49 








26-62 


22 


0.46 









197 



WO 99/11255 PCT/JP98/03760 



^2 4 

O 






G-E 1 - 


TLC H 




G-E 1 - 


TLC H 


26-flO 


1 
1 


0 52 


26-101 


22 


0.47 


^o**o 1 


O 


n ^4 




23 


0 49 


OA-AO 


Q 
O 


ft «%4 


26-1 O^ 


24 


0 47 


Ofi-QQ 




n ^2 


26-104 


25 


0 50 




c 
o 




26-1 OR 


26 


0 40 


Ofi-A^ 


D 




26-106 


28 


0 59 


fcO'OO 


7 


0 36 


26-107 

^.vj IV// 


29 


0.57 


1 26-87 


Q 

o 


0 32 


26-108 


30 


0.60 


26-88 


g 


0.22 


26-109 


31 


0.63 


26-89 


10 


0.49 


26-110 


32 


0.39 


26-90 


11 


0.49 


26-1 1 1 


33 


0.47 


26-91 


12 


0.49 


26-112 


34 


0.53 


26-92 


13 


0.45 


26-113 


35 


0.53 


26-93 


14 


0.30 


26-114 


36 


0.46 


26-94 


15 


0.45 


26-115 


37 


0.48 


26-95 


16 


0.48 


26-116 


38 


0.45 


26-96 


17 


0.55 


26-117 


39 


0.40 


26-97 


18 


0.41 


26-118 


40 


0.17 


26-98 


19 


0.41 


26-119 


41 


0.55 


26-99 


20 


0.56 








26-100 


21 


0.50 









198 



WO 99/1 1255 



PCT/JP98/Q3760 



^2 5 






G-E 1 - 


TLC'li 




G-E 1 - 


TLC M 


26-120 


2 


0.58 


26-141 


26 


0.42 


26-121 


3 


0.58 


26-142 


28 


0.59 


26-122 


4 


0.58 


26-143 


29 


0.59 


26-123 

bW^ I ■ %m9 


7 


0.42 


26-144 


30 


0 60 

W« WW 


26-124 


a 

w 


0 39 

\Jm WW 


26-145 

m»\J 1 *Tv/ 


31 

w 1 


0 63 

W- WW 


26-125 


Q 

w 


0 32 


26-146 

^ W 1 tw 


32 

w^ 


0 39 

w. ww 


26-126 


10 


0 51 


26-147 


33 

WW 


0 47 


26-127 


11 


0.51 


26-148 


34 

w^r 


0 54 


26-128 


12 

■ Cm 


0 52 

W« W« ■ 


26-149 


35 

WW 


0 54 


26-129 


13 

1 W 


0 49 
v»^w 


26-150 

C—\J 1 WW 


36 

WW 


0 47 


26-130 


14 


0.33 


26-151 


37 


0.48 


26-131 


15 


0.47 


26-152 


38 


0.46 


26-132 


16 


0.50 


26-153 


39 


0.40 


26-133 


17 


0.61 


26-154 


40 


0.18 


26-134 


19 


0.47 


26-155 


41 


0.55 


26-135 


20 


0.62 








26-136 


21 


0.51 








26-137 


22 


0.48 








26-138 


23 


0.50 








26-139 


24 


0.47 








26-140 


25 


0.52 









199 



WO 99/11255 



PCT/JP9S/03760 



gc2 6 





G — E — i 




0 








Q-E 1 - 


TLC-fl 




G-E 1 - 


TLC -fit 


26-156 


1 


0.45 


26-177 


22 


0.40 


26-157 


2 


0.46 


26-178 


23 


0.40 


26-158 


3 


0.46 


26-179 


24 


0.40 


26-159 


4 


0.45 


26-180 


25 


0.35 


26-160 


5 


0.45 


26-181 


26 


0.32 


| 26-161 


6 


0.33 


26-182 


28 


0.48 


26-162 


7 


0.34 


26-183 


29 


0.53 


26-163 


8 


0.34 


26-184 


30 


0.60 


26-164 


9 


0.22 


26-185 


31 


0.64 


26-165 


10 


0.49 


26-186 


32 


0.31 


26-166 


11 


0.49 


j 26-187 


33 


0.37 


26-167 


12 


0.50 


, 26-188 


34 


0.42 


26-168 


13 


0.38 


26-189 


35 


0.45 


26-169 


14 


0.19 


26-190 


36 


0.34 


26-170 


15 


0.38 


26-191 


37 


0.37 


26-171 


16 


0.44 


26-192 


38 


0.44 


26-172 


17 


0.51 


26-193 


39 


0.31 


26-173 


18 


0.37 


26-194 


40 


0.09 


26-174 


19 


0.37 








26-175 


20 


0.52 








26-176 


21 


0.45 









200 



WO 99/11255 



PCT/JP98/03760 



^2 7 





G— E 1 — O 




KJ 














'OH 






G-E 1 - 


TLC -fifi 




G-E 1 - 


TLC lit 


26-195 


1 


0.45 


26-216 


22 


0.44 


26-196 


2 


0.47 


26-217 


23 


0.45 


26-197 


3 


0.47 


26-218 


24 


0.47 


26-198 


4 


0.45 


26-219 


25 


0.49 


26-199 


5 


0.45 


26-220 


26 


0.40 


26-200 


6 


0.33 


26-221 


27 


0.58 


26-201 


7 


0.34 


26-222 


28 


0.54 


26-202 


8 


0.34 


26-223 


29 


0.53 


26-203 


9 


0.22 


26-224 


31 


0.66 


26-204 


10 


0.49 


26-225 


32 


0.37 


26-205 


11 


0.50 


26-226 


33 


0.46 


26-206 


12 


0.50 


26-227 


34 


0.53 


26-207 


13 


0.39 


26-228 


35 


0.52 


26-208 


14 


0.24 


26-229 


36 


0.40 


26-209 


15 


0.39 


26-230 


37 


0.48 


26-210 


16 


0.44 


26-231 


38 


0.45 


26-211 


17 


0.53 


26-232 


39 


0.40 


26-212 


18 


0.39 


26-233 


40 


0.17 


26-213 


19 


0.39 


26-234 


41 


0.54 


i 26-214 


20 


0.54 








26-215 


21 


0.49 









201 



WO 99/11255 
^2 8 





G— E — 


ill 


ti n -te 


mmm 


G— E — 


ill 


Tl f* 


26-235 


2 


1 


0.55 


26-253 


12 


4 


0.49 


26-236 


2 


2 


0.53 


26-254 


12 


5 


0.51 


26-237 


2 


3 


0.54 


26-255 


16 


1 


0.45 


26-238 


2 


4 


0.54 


26-256 


16 


2 


0.45 


26-239 


2 


5 


0.54 


26-257 


16 


3 


0.45 


26-240 


4 


1 


0.49 


26-258 


16 


4 


0.46 


26-241 


4 


2 


0.51 


26-259 


16 


5 


0.48 


26-242 


4 


3 


0.52 


26-260 


23 


1 


0.46 


26-243 


4 


4 


0.52 


26-261 


23 


2 


0.41 


26-244 


4 


5 


0.52 


26-262 


23 


3 


0.47 


26-245 


5 


1 


0.49 


26-263 


23 


4 


0.48 


26-246 


5 


2 


0.51 


26-264 


23 


5 


0.50 


26-247 


5 


3 


0.52 


26-265 


39 


1 


0.33 


26-248 


5 


4 


0.52 


26-266 


39 


2 


0.33 


26-249 


5 


5 


0.52 


26-267 


39 


3 


0.38 


26-250 


12 


1 


0.48 


26-268 


39 


4 


0.40 


26-251 


12 


2 


0.48 


26-269 


39 


5 


0.40 


26-252 


12 


3 


0.48 











PCT/JP98/03760 



G— E 1 — 0 




CH 2 ) m — COOH 



202 



WO 99/11255 



PCT/JP98/03760 



^2 9 





G — 


E — < 




^(CH2) m - 
I 


— COOH 








G— E — 


in 


TIC 4it 




G— E — 


m 
■■■ 


I Lw lis. 


26-270 


2 


0 


0.58 


26-284 


12 


2 


0.48 


26-271 


2 


1 


0.53 


26-285 


12 


6 


0.54 


26-272 


2 


2 


0.53 


26-286 


16 


0 


0.41 


; 26-273 


2 


6 


0.59 


26-287 


16 


1 


0.46 


26-274 


4 


0 


0.54 


26-288 


16 


2 


0.46 


26-275 


4 


1 


0.47 


26-289 


16 


6 


0.51 


26-276 


4 


2 


0.48 


26-290 


23 


0 


0.34 


26-277 


4 


6 


0.58 


26-291 


23 


1 


0.30 


26-278 


5 


0 


0.54 


26-292 


23 


2 


0.40 


26-279 


5 


1 


0.47 


26-293 


23 


6 


0.52 


26-280 


5 


2 


0.49 


26-294 


39 


0 


0.36 


26-281 


5 


6 


0.58 


26-295 


39 


1 


0.24 


26-282 


12 


0 


0.48 


26-296 


39 


2 


0.31 


26-283 


12 


1 


0.47 


26-297 


39 


6 


0.41 



203 



WO 99/11255 PCT/JP98/03760 



3 0 



G — E 1 — O 



(CH 2 ) m — COOH 





G-E 1 - 


m 






G-E 1 - 


m 


iLcm. 


2o-^yo 


o 
c. 


n 




Oft Q1A 


19 


1 
i 




26-299 


2 


A 
1 




2o-o id 


10 


D 




2o-oUU 


o 


A 
H 


n *%1 


Oft.QIft 


16 
1 \J 


o 


044 


2o-30i 


2 


c 
O 


U.02 


Oft O «< 7 

2b-ol / 


1 ft 

ID 


i 
I 




26-302 


2 


6 


0.58 


Oft Q1Q 


1 ft 


yf 
**■ 














16 


ft 
\J 


0 50 


26-304 


4 


1 


0.40 


26-320 


23 


0 


0.38 


26-305 


4 


4 


0.49 


26-321 


23 


1 


0.32 


26-306 


4 


5 


0.52 


26-322 


23 


4 


0.48 


26-307 


4 


6 


0.58 


26-323 


23 


5 


0.50 


26-308 


5 


0 


0.44 


26-324 


23 


6 


0.52 


26-309 


5 


1 


0.40 


26-325 


39 


0 


0.33 


26-310 


5 


4 


0.48 


26-326 


39 


1 


0.24 


26-31 1 


5 


5 


0.52 


26-327 


39 


4 


0.40 


26-312 


5 


6 


0.58 


26-328 


39 


5 


0.40 


26-313 


12 


0 


0.48 


26-329 


39 


6 


0.41 



204 



WO 99/11255 



PCT/JP98/03760 



mm i 

5 • 6- (3- V >-2->f^>t h*v) 

10.0 g 



• 3-/Wfc*A'S>* A 0u§^#J) 0.2 g 

• 7f7'J >»^**>*A (jHWH) 0.1 g 

• tfttSfl-b^a-^ 9.7 g 

10 

S2LEL2. 



JBLTO**«-*«ttHi flifcfrLfcft, tg«**ffi*cj: i)iIU5ml To, 

Sr^rT & r > y;noo 

15 • 6- (3 - (*?J U >-2-^f;i/> h+v) "7jc=.ji0 "x^mj-vk 

2 g 

• t > — ?F 5g 

• 1000 m 1 



205 



WO 99/11255 



PCT/JP98/03760 



i . ( i ) 




1) c i-armi, 

2) C 1 ~8 7^3^->I, 
10 3) ^ny>S^ 

4) -faS, £fctt 

5) YV7)\<itu *T)i>&*m.t>L, 
R2|± 

1) -COOR3i RSli**!^. JfcttCl-4rW*«:$^ 
15 i"o ) , Sfcli 

2) 1 H-x h^V-*- 5 ->f )l<&*&t>L. 
Al± 

1) 1M&£\ 

2) C l ~8 7;u*i/>S (hItISC 1 ~ 8 7Ml/>Soii©^i®f li 
20 -S-&> -SO-1, -S0 2 -S> -0-SJ/:ii-NR4-i 

3) C2-87^-U>$ (iftffiC 2~8T^~W^<Z> 1 : F 
f*-S-3k -SO-I, -S0 2 -i> -0-Si/:li-NR5-I 

25 R 5 ti7K#M^ tfcteC i~4 7;K;i/i»to ) frbM$l-£ti2>mK£ 



206 



WO 99/11255 



PCT/JP98/03760 



4) = — 

5) = — (C1~8 7MP>) (frffiC 1 - 8 >gOHi 
O^^H^-li - S - SO-S> -S0 2 -*, -O-mttzit 

5 -NR6-i (g*> Rfifct**^ itzteC l - 4 7;v^;ui^^f 0 ) 

6) = (C2-8 7J^l/>) (IfffiC 2- 8 7J^-l/>i« 

lflo^^K^tt-s -so-i, -so 2 -i, -o-mttut 

-NR7-I R7{i7K^^-, ££JiC 1 - 4 7;^JHiIbto ) 

10 frbM3R2ti2>mz£'?XW:Z&x.btiXi> <tv> e ) SrSfcU 
Gfi 

1) 8tmm^ ttzit 

2) ^naatSr^fcL (ttlBG*«t»«5j*3WIU6* J:O r ^ , f o||U6ttjaT© (i) 
- (v) 1 ~ 4 IB $*lT*> iv„ 

15 (i) C 

(ii) C l-8 7*3*->i, 

(iii) /^u.^>mrF> 

(iv) h 'j7;P*D^f^$, 

(v) -hng) x 

20 El|± 
1) 

2) C 1 ~8 T)\s*-U>&, 

3) C2-87^-U>I, 

4) C 2~8 Trt'*-W>S£^:bU 
25 E 2 l± 

1) -o-&, 

2) ttzit 

207 



WO 99/11255 



PCT/JP98/03760 



3) -NR«-I(it, R8»i**JR^ ttzitC l-4 7;^^^to) 
E3(i 

1) ifzit 

2) C 1 ~8 T)\'*ls>MZMt>L, 
niiO iizii 1 Sr^fcU 

/ ~~ \ 
Cyc1 ) 

v - ' l± 

1) Strt*#£L£v>j|K Sfcfi 

(1) E l&£ZFE3l±mftK%.&<&Zmt>2%^1>(Dt1-Z>o 

(2) Art* 

4 ) = — 

5) = — (C1~87J^P>) -* (MfEC l~8T;U*l^>*?>HS 
O^tlf li-S-1, -SO-*. - S0 2 -*, -0-*2£(i 
-NR6-I (*<K R*iifr*EL=?. itiliC 1 ~ 4 T)V*)\,&ZUt>1r 0 ) 

6) = — (c2~8 7^-u>) mmc 2 - sT^-uymv 

lmvRmJML^it-S -SO-*, -SO 2 -*, - O £li 

-NR7-* (^tfi, R7ii^]|^ ££fiC 1 ~ 4 7;H^l^fct. ) 



208 



WO 99/11255 



PCT/JP98/03760 



c y c lUKo-Mite^-* *><Dt1rho 

-SO-1, -S0 2 -I, -0-&££ti-NR4-&^«£&;l<b*ut:.xf- 

y ~ \ 
Cyd ) 

5 x - ' *m*&t>2T^ ^oE3^f^*tt>t^, Ei|iC3~5T 
C 3~57^-l'>^ ££liC 3 ~ 5 T;!'*- >g£^;b 

(4) a*** w e-i^^^^^fiiiio^j^^-s-^ 

10 U^SSr^fcU *o 
Cyd J 

■ZTfiZixZit&m, tiXbO&m&M^ *tlh<D&ttto&. Ztzl±Ztib<D7k 

15 

20 3 . «#<a$6H i tm<o~^ ( i ) -c^sftMb^tK j ttib<vmm&&, 
*tib<Dmm&, itz\**ti hvim® t Lx^-t^ssim^T 



209 



WO 99/11255 



PCT/JP98/03760 



io 5. mmvmm imm.<v-&$: (i) •c^sfis-fb**©}*.* 

(I a) 



20 6. it^of&ffl i ifii£4>-«£5$; (i) -e^Sft'Mfc£-^<^ 
(ib) 




210 



WO 99/11255 



PCT/JP98/03760 




(5*;*. A b li C 3 - 7 t;v* u (HtrfBC 3-77;^U >&4> 1 
S^tt-S-H, -SO-1, -S0 2 -I, -O-iJfcli-NR^-i^lb 
5 g^SfL£*K <toT®§&x.e>ftTV*£ 0 ) SfcttC 3 ~ 7 T^-UV^ 
(fftiBC 3~ 7 7^-l/^I<7)li©^iIf (±-S-i, -S o-a&, 

-To ) -emztLZit&Qs. zixbmm&m.. *tib<n&ttmm. ttzn^tL 
7. m^ommimm^-^ (i) -C/t$^^©?^, -#5*; 

(I c) 

15 




211 



WO 99/11255 PCT/JP98/03760 



8. HHsS; (10 




RUi 

1) C 

2) C 1 - 8 T^n^vi, 
10 3) ^nyvfif, 

4) -hni, ifcli 

5) h'J7;vtn^f;vl^U 
R2ti 

1) -COOR3*(S^ R3|±tK^^ ifcliCl~4TMA/St^ 

15 i"o ) , *fc»± 

2) lH-f h57-^-5-'f;l'I i i:^U 

i) 

2) C1~8 7;K1/>1 (fflBC 1 - 8 7M V->&0 lliO^Stlg^tt 
20 -S-*. -SO-*. -S0 2 -I, -0-Ii/:l±-NR + -S (3fc*K 
R4«7K#m^. tfcfiC l ~4y;u*;w*£afc-fo ) rt^SiRSftSSKJ: 

»i-S-3k -SO-*, -S0 2 -I> -0-3feifc«i-NR5-lf (**. 



212 



WO 99/11255 



PCT/JP98/03760 



4) ===== 

5) ===== — (C1~87JKU>) (miBC 1 - 8 HI 
O^^/S^-li-S - S0-1, -S0 2 -I, -0-&£*:fi 

5 -NR6-1 R6|±tK^^> ifctiC 1 - 4Tfr*)Vm*mt>-t 0 ) 
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(104) 6- (3- (2- l/>- 2 ->f ;W) .Xh^v) 7x^) 

(105) 6- (3- (2- (IfV S?>-2-- TAO 7:t — /U) ^^r-^ 
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(4) 2 - ( (2 EZ) -3 - (3 - 'J >-2 h^y) 7x^^) 
-2-ya^z;i/ft) IfcgL 
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20 ^h*v) -7jc-;1/) 

(29) 4 - (4 - (4 -* h*~>- 2 - M> "7** a ;< -T^U* * V >-6 -4* 
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?9 

(145) 4- (4- (4 9 V>- 1 -J )\> * Y* s s) 7 7 
*y®L 

(146) 4- (4- (3, 5 -v^^;M yt^V-)^- 4 -4 )^>t b*i/) 
5 7i-^) 

(147) 4- (4- ( (2E) -3- ( 4 7 j. — )V) — 

y^;!/) 7*>$. 

(148) 4- (4- (5-* ?-jM y***:/-*- 3 — w h*v) y ^ - 
*) 7*y®, 

10 (149) 4 - (4- (2-h , J7;Vto^f;l'-4-7h^y*/'jV-6-'f 

(150) 4- (4- (w y^y-^-s-^;^ h*v) y^-^) 7* 

(151) 4- (4- ( (5E) -6- (4 -* ^v7i-^) 

;i/^-^r$/) 7^-;w) y*y$u 
15 (152) 2- (2- (4- ( 2 - ^Wo tf;u) ^>y;i/t^r-» y^^;w) 

(153) 3- (2- (4- ( 2 - ^f^ynt'^) ^>y^t^y) yoi-;iO 

(154) 4- (2- (4- (2->Wd^) ^WW^y) ya^;u) 

20 7* y$, 

(155) 5- (2- (4- ( 2 -p«f-;wyntf;i/) ^y^t + y) 7i^) 

^y*y$, 

(156) 6- (2- (4- (2-^Wnt» ^ > v;u** v) y^-;i/) 

25 (157) 2 - (2 - (^-y * 1 --f 7ii>) ftE 

(158) 3- (2- (±7 9 U>- 1 -4 7 7o/*y$, 

(159) 4- (2- (t7^i/>-i-^;Ml«^y) y^-;i/) y*y®L 

(160) 5- (2- {1-7 *vv-\-A)V*\*i/) ya.-;W ^y*y$L 
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(161) 


6 - 


(2- 


(*"7 1 ->f 7x-;b) 


(162) 


2 - 


(2- 






(163) 


3 - 


(2- 


(t7^1/>-2->fW h^rv) 7jc-;W) t*o,k> 




(164) 


4 - 


(2- 


(^7* 2 -4 )l>* 7x-^) 7*>$ 




5 (165) 


5 - 


(2- 


u>- 2 /u> 7i-;i/) ^v^> 


IS. 


(166) 


6 - 


(2- 


(j-yf w — 2 — h + v) -7 ^^r-tf- > 




(107) 


o 

L — 


f 9 — 


(2- (-J-7* vy-z-yov) x^y) 1 




(168) 


3 - 


(2- 


(2— (i-y 9 V >— 2 — --OP) xl-^y) 7x- 


7"n 




to 








10 (169) 


4 - 


(2- 


(2- (i-yf Vy-2 -4 M xF+y) 7xx;v) 


7** 


(170) 


5 - 


(2- 


(2- ("r-7^1^^-2 — f;W) 7x^) 


^ > 


(171) 


6 - 


(2- 


(2- (^-*7^W>-2-'f;l/) x^-» 7x-;l/) 





15 

(172) 2- (2- (1, 4-^> 4 /vt^>-2-'fJM h+y) 7xXjP) 

(173) 3- (2- (1, 4-^>y*yt^rt>'-2-^;v^ F^ry) y 
7n^>K, 

20 (174) 4 - (2 - (1, 4 -^V r >>**^>-2 -4K>* h^y) 7jc-;P) 

(175) 5- (2- (1, 4 -^V/y*H>-2 7i^;V) 

(176) 6- (2- (1, 4 -SOW 2 h+y) 7jc-;V) 

25 

(177) 2 - (2- (*>"J>-7-'fWF^y) 7xx;l/) gf=^ 

(178) 3- (2- (+;V>-7-^^b+y) 7xXjP) yaA^H, 

(179) 4- (2- (^y'J>-7-f;Mh^y) 7xXjP) 7* 
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(180) 5- (2- (*J V h*v) ^>*>BL 

(181) 6- (2- (+>"J>-7-'fWh*y) 

(182) 2- (2- ( 2 - h V 7;V*n > f - 4 - ^ f ^ ->^r / V> - 6 - 

5 (183) 3 - (2 - (2-hV7Jl'tD^f;l/-4-/h^v'*/'r/-6->f 

(184) 4- (2- (2-f'J7JI'*o^f^-4-7*h*Wr/-6-'f 

(185) 5- (2- (2 - h V 7;V*n^^-;w-4 -7 h*->*y V >- 6 
10 ;M f+v) ;l/) 

(186) 6- (2- (2- h 'j7A'*D^f*-4-7 , F*->^ V>-6--f 

(187) 3- (4- (2-^f^7n^;P) ^>y>*^y) 

(188) 2- (3- (4- (2->f*7*D^) ^>y>t^ry) 7jc-;W) 

15 

(189) 3- (3- (4- ( 2 -^f^7o fcf;i/) ^ > :*-■*->) 7x- ;v) 
7D/r/g, 

(190) 3- (^^l^- 1 --OUP* h*v) £,t#®> 

(191) 2- (3- (t7?i/y-i-f;Mh^y) 7i-^) ftH, 

20 (192) 3 - (3 - 9 V>- 1 — f )V* h*v) 7i~;W) yny?>& x 

(193) 3 - (t7^1/>-2-^f;M f^rv') $,ifK, 

(194) 2- (3- (t7^i/>-2-^f^h^y) 7i^;i>) Bfc&> 

(195) 3- (3- (t7?l/y-2-'f^b^y) 7n/r/|t, 

(196) 3- (2- (■^ > 7^P>-2--f;W) -Xh*v) *J&#Bt, 

25 (197) 2 - (3 - (2 - (±7* U>-2 — -^h*V) '^i-*) 

(198) 3- (3- (2- (^7^W>-2--f^) xh^ry) 7x-)l/) •T'n 

(199) 3- (1, 4-^^7*yt^rt>'-2-'f;M h^y) 
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(200) 2- (3- (1, 4-^> > /y^+t>-2->f;M f^v) 7x^;V) 

(201) 3- (3- (1, 4 -^^W*^-9">-2 -'OW* h*y) -7jc^;u) 

5 (202) 3 - (^>"J>- 7->fJMh+y) 

(203) 2 - (3 - (+yV>-7-f^h*y) 7x-^) gf=®L 

(204) 3- (3- V >-7--Ol^ *7ai^;k) ^d;08, 

(205) 3- (2-> i ;7^tn^f^-4-yh^y*y'V>-6->f;M h 
*v) 

10 (206) 2- (3- (2- h 'J 7^*D ^ f^- 4 - y h + y 'J > - 6 - ^ 

(207) 3- (3- (2-h l j7;vto^f;i/-4-7h+y^yV>-6-'f 
h*v) 7jc-;v) 7d;OK, 

(208) 4- (4- (2-^f^7ne^) ^>y>t#y) 

15 (209) 2- (4- (4- (2-^f*7n^) ^?>^Jl/*^->) y^=-)V) 

(210) 5- (4- (4- (2-^f«'7oe;i') ^>y;l/^+y) 7x-jP) 

(211) 6- (4- (4- (2-^f;i'7n^) ^>^Wy) 7cn^;i/) 
20 ^*^&> 

(212) 7- (4- (4- (2->f-)l/7ot» ^>^t^ry) y 

(213) 4- (^7*P>-1 ->f 

(214) 2- (4- (i-7?l<y-l-'( fr* h*is) 7x^)1/) ftK, 

25 (215) 5- (4- (i-yf U>- 1 -4 fr* "7o:^;l/) ^>*>®L 

(216) 6- (4- VV- 1 h^y) 7i-^) ^^r^>^ 

(217) 7- (4- (t7^I/>-l-^;M h^fy) 7ac-;V) ^"7** 

(218) 4 - (^--7 ? !✓ > - 2 ->f h * v) £,fr§&, 
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(219) 


2 - 


(4- 




(220) 


5- 


(4- 


(^-7^l^>-2 — f;i^ 7jc-;i/) 


(221) 


6- 


(4- 


(^-7^W>-2 — r^h^rv) 7^-^) ^4r-9->S?> 


(222) 


7 — 


(4 - 


(1~7 9 u>— 2 — h+v') 7 ji — ;u) ^7?>I&^ 


5 (223) 


4- 


(2- 




(224) 


2 - 


(4- 




(225) 


7- 


(4- 


(2- (^--7^i^>-2-^;u) xf+y) 7i-;i/) 


(226) 


4 - 


(1. 





10 (227) 2- (4 - (1, 4-^>m^rt>-2-^f;Mh^y) 7x-;P) 

(228) 5- (4- (1, 4-^>V*yt^rt>-2 ->f ^> h*$0 7z-^) 

(229) 7- (4 - (1, 4 -lis W 2 ->f y ^=.)V) 

15 

(230) 4 - (*y y >- 7 h+v) 

(231) 2- (4- V>-7-4;l^ h4r-» 7i^) fif^ 

(232) 5 - (4- (*y"; >-7-W;V^ h*v) 7ai-;U) 'S^VR, 

(233) 6- (4- (*>"; >-7--f rt^ h*v) 7i-JP) ^*^>R, 
20 (234) 7- (4- (^/";>-7->f;M f^rv) 7i-;P) ^7^^ >^ 

(235) 4- (2 - h U 7;U^-npt^-;u- 4 -T* V >- 6 ->f^^ b 

(236) 2 - (4 - (2 -h V7;V^n^^;u-4-^h4rv^ry V>-6-4 
^ 7x-^) fifcgU 

25 (237) 5- (4- (2-h'J7Jl'tn^fil/-4-yh^y>7'J>-6-'f 

fr* h^r->) 7x-jl/) ^>£>BL 

(238) 6- (4- ( 2 - h 'J 7;vt n ^ f 4 - 7 h ^ y tj > _ 6 - >f 

)l>* h^rv) 7x-^) ^^r"9*>^ 
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(239) 7- (4- (2-h'J7A'*n>fjU-4-yf + y#>"J>-6-'f 

1 5. (1) 2 - (3 - (5 - (lH-f h77-^-5 -'OV) sO+fr) 7 

(2) 1 - ( (5 E) -6 - (4 h^ry7x-;P) - 5 -^-t — ^*4r^) 
-2- (2- ( 1 H-x h77-^-5 -4*) ifil') - 4 -yn^'^v^ 

(3) 4 - ( (1 E) -3 - (2 - (f 7xMv) - 
l-7*D^-;l/) — 1 -^^fM^-b^, 

(4) 2- (3- (3- (lH-fh7V-^-5-'fWW*) 7*n bT;u) 

(5) 5- ( (4 E) -4- (5- V >— 2 — -f hfy) -1, 2, 
3, .4 - f h 7 1 K D - 1 - t7f V T^JW) - lH-rf 5 
*fcii*ii.f><D|}E#1£!£, =£fcfct**i^&ttin£. 2£J2**LkO7R*0!&o 
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mm 

Sequence Listing 
<110> 0N0 Pharmaceutical Co. .Ltd. 

<120> Control agent of peroxisome proliferator activated receptor 

<130> 0NF-2760PCT 

<150> JP 9-233158 
<151> 1997-08-28 
<150> JP 9-348825 
<151> 1997-12-18 

<160> 3 

<210> 1 
<211> 85 
<212> DNA 

<213> Artificial sequence 
<220> 

<223> Enhancer sequence including 4 times repeated Gal4 protein response 
sequences 

<400> 1 

tcgacggagt actgtcctcc gcgacggagt actgtcctcc gcgacggagt actgtcctcc 60 
gcgacggagt actgtcctcc gagct 85 

<210> 2 
<2U> 9 
<212> PRT 
<213> Unknown 
<220> 

<223> Nuclear localization signal derived from SV-40 T-antigen 



1/2 



WO 99/11255 PCT/JP98/03760 



<400> 2 

Ala Pro Lys Lys Lys Arg Lys Val Gly 
1 5 

<210> 3 
<211> 9 
<212> PRT 

<213> Influenza virus 
<220> 

<223> hemagglutinin epitope 
<400> 3 

Tyr Pro Tyr Asp Val Pro Asp Tyr Ala 
1 5 
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